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IN THE UNITED STATES DISTRICT COURT 
FOR THE NORTHERN DISTRICT OF TEXAS 
AMARILLO DIVISION 


ALLIANCE FOR HIPPOCRATIC 
MEDICINE, on behalf of itself, its members, 
and their members, and their members’ 
patients; AMERICAN ASSOCIATION OF 
PRO-LIFE OBSTETRICIANS AND 
GYNECOLOGISTS, on behalf of itself, its 
members, and their patients; AMERICAN 
COLLEGE OF PEDIATRICIANS, on 
behalf of itself, its members, and their 
patients; CHRISTIAN MEDICAL & 
DENTAL ASSOCIATIONS, on behalf of 
itself, its members, and their patients; 
SHAUN JESTER, D.O., on behalf of 
himself and his patients; REGINA FROST- 
CLARK, M.D., on behalf of herself and her 
patients; TYLER JOHNSON, D.O., on 
behalf of himself and his patients; and 
GEORGE DELGADO, M.D., on behalf of 
himself and his patients, 

Plaintiffs, 


v. 


U.S. FOOD AND DRUG 
ADMINISTRATION; ROBERT M. 
CALIFF, M.D., in his official capacity as 
Commissioner of Food and Drugs, U.S. Food 
and Drug Administration; JANET 
WOODCOCK, M.D., in her official capacity 
as Principal Deputy Commissioner, U.S. 
Food and Drug Administration PATRIZIA 
CAVAZZONI, M.D.., in her official capacity 
as Director, Center for Drug Evaluation and 
Research, U.S. Food and Drug 
Administration; U.S. DEPARTMENT OF 
HEALTH AND HUMAN SERVICES; and 
XAVIER BECERRA, in his official capacity 
as Secretary, U.S. Department of Health and 
Human Services, 

Defendants. 


1 


Case No. 
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DECLARATION OF MARIO R. DICKERSON 
I, Mario R. Dickerson, a citizen of the United States and a resident of Willow 
Grove, Pennsylvania, declare under penalty of perjury under 28 U.S.C. § 1746 that 
the following is true and correct to the best of my knowledge. 

1. Iam over eighteen years old and make this declaration on personal 
knowledge. 

2. I serve as the Executive Director of the Catholic Medical Association 
(“CMA”). Given my involvement in CMA, I am familiar with the 
organization’s history, the issues confronting it, and the views of the 
organization and its members concerning various emerging issues, including 
the deregulated use of mifepristone, or RU-486, to accomplish chemical 
abortions. I am also familiar with CMA members and their practices. 

3. CMA is the largest association of Catholic individuals in healthcare. CMA is a 
national, physician-led community that includes about 2700 physicians and 
healthcare professionals nationwide. 

4. CMA is a nonprofit organization incorporated in Virginia, and its registered 
agent is in Virginia. 

5. CMA’s mission is to inform, organize, and inspire its members, in steadfast 
fidelity to the teachings of the Catholic Church, to uphold the principles of the 
Catholic faith in the science and practice of medicine. 

6. CMA seeks to pursue its mission in conformity to Christ the Divine Physician. 


Its members are challenged to be a voice of truth spoken in charity, to show 


2 
Alliance.App. 252 


Case: 23-10362 Document: 95-4 Page:8 Date Filed: 04/11/2023 
Case 2:22-cv-00223-Z Document 1-4 Filed 11/18/22 Page4of7 PagelD 159 


how Catholic teachings on the human person, human rights and the common 
good intersect with and improve the science and practice of medicine, and to 
defend the sacredness and dignity of human life at all stages. 

7. CMA is a member of the Alliance for Hippocratic Medicine (AHM). 

8. CMA is committed to taking a Catholic and Hippocratic approach to medicine. 

9. Consistent with Catholic teaching, CMA and its members are morally and 
ethically opposed to all forms of abortion—chemical or surgical. 

10.I have spoken with CMA members who have treated women harmed by 
chemical abortion drugs. 

11.The FDA’s unauthorized approval of mifepristone (also known as “Mifeprex” 
and “RU-486”) and subsequent elimination of certain safeguards for the use of 
the dangerous chemical abortion drug regimen, including those found in the 
Risk Evaluation and Mitigation Strategy (REMS) for mifepristone, has led to 
an increasing risk that women and girls may suffer adverse events from 
chemical abortion. 

12.The FDA has continued to eliminate safeguards such that the chemical 
abortion drugs can now be administered and dispensed with no in-person 
examination or oversight by a physician. This leaves physicians, including 
CMA members, to treat the complications that women and girls suffer due to 


the actions of the FDA and abortionists. 
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13.CMA’s member physicians include OB/GYNs and emergency department 
physicians who have treated women suffering complications from chemical 
abortion. 

14. The FDA’s actions harm CMA and its member physicians who are called away 
from other patients to render emergency treatment to women and/or girls who 
present to emergency departments with symptoms, such as heavy bleeding and 
severe pain, and more serious complications, including hemorrhage and sepsis 
caused by chemical abortion drugs. This causes CMA’s member physicians 
much stress and grief, while impeding their ability to perform their practice of 
medicine in the manner that they desire. 

15.Often, emergency department doctors do not have a prior relationship with 
these patients and lack access to the patient’s medical history. Sometimes 
these patients were underinformed about the effects of the chemical abortion 
drug regimen, they may not even know what drugs they consumed, or they are 
told to say they are suffering a miscarriage if there is a need for them to seek 
emergency help following a chemical abortion. This leaves doctors at increased 
risk of liability and could impact their ability to render the best care possible 
to the patient—all because of the FDA’s elimination of necessary safeguards. 

16. Moreover, the FDA’s removal of necessary safeguards could force CMA 
members to treat women and girls who present to emergency departments 


following an elective chemical abortion requiring those doctors to complete an 
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unfinished elective abortion—terminating the life of an unborn child—in 
violation of their conscience rights. 

17.Since 2005, CMA has called upon the FDA to respond to citizens petitions 
calling for removal of RU-486 from the market in an urgent action. CMA 
renewed this resolution in 2015. 

18.In 2016, CMA enacted a resolution that called for the FDA to require a centra 
registry for all those having a chemical abortion, with mandatory reporting 
from every state and territory of complications and mortalities from chemica 
abortions; that the drug be administered only by a physician with surgica 


privileges at a hospital within 30 minutes of the facility where the drug is 


dispensed; that the dispensing physician be responsible for follow-up ani 
handling of complications; and that the patient be informed that the process 
could be stopped without harm to her or the baby. 

19.These resolutions are vital to ensure the safety of women and girls, and to 
protect doctors, including CMA members. 

20.CMA has spent considerable time, effort and resources challenging the FDA’s 
actions—at the expense of other CMA priorities. For example, to implement 
these resolutions, committees have had to review them, it has taken time 
during General Assembly meetings to discuss them, which takes our members 
away from their other business, and it has taken time for our Executive 
Director and Board to review, taking them away from other priorities such as 


fundraising and membership recruitment and retention. 
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21. Due to inadequate adverse event reporting, the true rates of risks associated 
with chemical abortion drugs remain unknown and undercounted. This 
prevents CMA from providing the public, their members, and their members’ 
patients with accurate statistics and complete information regarding the risks 
associated with the use of chemical abortion drugs. 

22.CMA is a leading national voice on applying the principles of the Catholic faith 
to medicine. CMA creates and organizes educational resources and events; 
advocates for members, the Church, and the medical profession in public 


forums; and provides guidance for bishops and other national leaders on 


healthcare ethics and policy. The inability to share accurate information on the 
risks of chemical abortion frustrates and complicates CMA’s purpose to 


educate doctors, their patients, and the public about these dangers. 


Executed this November _12_, 2022. 


Bye mie kL) ae 


Mario R. Dickerson 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE NORTHERN DISTRICT OF TEXAS 
AMARILLO DIVISION 


ALLIANCE FOR HIPPOCRATIC 
MEDICINE, on behalf of itself, its members, 
and their members, and their members’ 
patients; AMERICAN ASSOCIATION OF 
PRO-LIFE OBSTETRICIANS AND 
GYNECOLOGISTS, on behalf of itself, its 
members, and their patients; AMERICAN 
COLLEGE OF PEDIATRICIANS, on 
behalf of itself, its members, and their 
patients; CHRISTIAN MEDICAL & 
DENTAL ASSOCIATIONS, on behalf of 
itself, its members, and their patients; 
SHAUN JESTER, D.O., on behalf of 
himself and his patients; REGINA FROST- 
CLARK, M.D., on behalf of herself and her 
patients; TYLER JOHNSON, D.O., on 
behalf of himself and his patients; and 
GEORGE DELGADO, M.D., on behalf of 
himself and his patients, 

Plaintiffs, 


v. 


U.S. FOOD AND DRUG 
ADMINISTRATION; ROBERT M. 
CALIFF, M.D., in his official capacity as 
Commissioner of Food and Drugs, U.S. Food 
and Drug Administration; JANET 
WOODCOCK, M_D., in her official capacity 
as Principal Deputy Commissioner, U.S. 
Food and Drug Administration PATRIZIA 
CAVAZZONI, M.D., in her official capacity 
as Director, Center for Drug Evaluation and 
Research, U.S. Food and Drug 
Administration; USS. DEPARTMENT OF 
HEALTH AND HUMAN SERVICES; and 
XAVIER BECERRA, in his official capacity 
as Secretary, U.S. Department of Health and 
Human Services, 

Defendants. 
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DECLARATION OF DR. DONNA HARRISON 
I, Donna Harrison, a citizen of the United States of America and a resident of 
Berrien Center, Michigan, declare under penalty of perjury under 28 U.S.C. § 1746 
that the following is true and correct to the best of my knowledge. 

1. Iam over eighteen years old and make this declaration on personal 
knowledge. 

2. Tama board-certified obstetrician and gynecologist. 

3. I received my medical degree from the University of Michigan and completed 
my residency at a University of Michigan affiliate hospital, St. Joseph Mercy 
Hospital. 

4. Tama diplomate of the American Board of Obstetrics and Gynecology. 

5. Iserve as the Chief Executive Officer of Plaintiff American Association of 
Pro-Life Obstetricians and Gynecologists (AAPLOG). 

6. I also serve as the President of Plaintiff Alliance for Hippocratic Medicine 
(AHM). 

7. Iam familiar with AAPLOG, its members, their fields of practice, and 
AAPLOG’s policies and positions, including as set forth in the complaint, 
which I have reviewed. 

8. AAPLOG is the largest organization of pro-life obstetricians and 
gynecologists (“OB/Gyns”) in the world and is headquartered in Indiana. 
AAPLOG includes OB/Gyns and other physicians, with more than 7,000 


medical professionals nationwide and more than 300 members in Texas. 
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AAPLOG members oppose elective abortion and are committed to the care 
and well-being of their patients including both pregnant women and their 
unborn children. AAPLOG members are concerned about the adverse impacts 
of chemical abortion on their practice of medicine. 

9. AAPLOG’s mission includes advocating on behalf of its members, including in 
litigation. 

10. AAPLOG sues in this case on behalf of itself and its members. 

11.1 am also familiar with AHM, its members, their members’ fields of practice, 
and AHM’s policies and positions, including as set forth in the complaint, 
which I have reviewed. 

12. AHM is a nonprofit organization that upholds and promotes the fundamental 
principles of Hippocratic medicine. AHM is incorporated in the State of Texas 
and has its registered agent in Amarillo, Texas. 

13. AHM’s members include the membership of the American Association of Pro- 
Life Obstetricians and Gynecologists, American College of Pediatricians, 
Catholic Medical Association, Christian Medical and Dental Associations, 
and Coptic Medical Association of North America. In opposing chemical 
abortion, AHM’s members are concerned about the safety and well-being of 
pregnant women and girls, their preborn children, and chemical abortion’s 
adverse impacts on the practice of medicine. 


14. AHM sues in this case on behalf of itself and its members. 
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15.1 am familiar with chemical abortion drugs, their use, and the complications 
that accompany chemical abortion. 

16.As part of my duties and responsibilities at AAPLOG, I have authored 
several studies on the approval of mifepristone as an abortifacient. Among 
these, I co-authored two studies with other physicians and scholars 
examining the adverse events associated with the use of mifepristone. Our 
studies of the real-world use of mifepristone concluded that significant 
morbidity and mortality have occurred following the use of mifepristone as an 
abortifacient. We recommended that a pre-abortion ultrasound should be 
required to rule out ectopic pregnancy and confirm the gestational age of the 
unborn child. We concluded that the FDA’s adverse event reporting system is 
grossly inadequate to evaluate real-world complications and significantly 
underestimates adverse events from mifepristone. One major reason that the 
FAERS database does not reflect real world complications is that FDA only 
required the manufacturer to report complications, and the manufacturer in 
turn obtains data from the abortionists. However, as our studies of the 
FAERs database indicate, most complications are not handled by the abortion 
provider, but rather by the Emergency Department, and the Emergency 
Department physician has no knowledge of the reporting process or 
obligation to report those complications to the manufacturer or to the FDA. 
See Kathi Aultman, et al., Deaths and Severe Adverse Events After the Use of 


Mifepristone as an Abortifacient from September 2000 to February 2019, 36 
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ive 


Issues L. Med. 3 (2021), https://pubmed.ncbi.nlm.nih.gov/33939340/; 
Margaret M. Gary & Donna J. Harrison, Analysis of Severe Adverse Events 
Related to the Use of Mifepristone as an Abortifacient, 40 Ann. Pharmacother. 


171 (2006), https://pubmed.ncbi.nlm.nih.gow/16380436/. 


In addition, as part of my duties and responsibilities at AAPLOG, I co- 
authored a paper comparing the published complications after use of 
mifepristone from Planned Parenthood in 2009 and 2010 and compared those 
numbers to the complications in the FDA Adverse Event Reporting System 
for the same time period. We found that Cleland identified 1,530 Planned 
Parenthood mifepristone cases with specific adverse events (AEs) for 2009 
and 2010. For this period, FAERS online dashboard includes a total (from all 
providers) of only 664, and the FDA released only 330 adverse event reports 
(AERs) through Freedom of Information Act (FOIA) requests. Cleland 
identified 1,158 ongoing pregnancies in 2009 and 2010. FAERS dashboard 
contains only 95, and only 39 were released via FOIA requests. We concluded 
that there are significant discrepancies in the total number of AERs and 
specific AEs for 2009 and 2010 mifepristone abortions reported in 1) Cleland’s 
documentation of Planned Parenthood AEs, 2) FAERS dashboard, and 3) 
AERs provided through FOIA. These discrepancies render FAERS 
inadequate to evaluate the safety of mifepristone abortions. See Christina A 
Cirucci, et al., Mifepristone Adverse Events Identified by Planned Parenthood 


in 2009 and 2010 Compared to Those in the FDA Adverse Event Reporting 
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System and Those Obtained Through the Freedom of Information Act, 8 
Health Servs. Rsch. & Managerial Epidemiol. 23333928211068919 (2021), 


https://pubmed.ncbi.nlm.nih.gov/34993274/. 


18.I also co-authored a study looking at the real-world effects of the FDA 
Approval of Mifeprex on Emergency Room utilization after Mifeprex 
abortions. The massive increased utilization of Emergency Departments to 
manage abortion complications is a predictable consequence of the FDA’s 
failure to require the same qualifications of Mifeprex abortion providers as 
were mirrored in the clinical trial for Mifeprex approval. 

19. Because the FDA abandoned the post marketing requirement that abortion 
providers have admitting privileges to handle their own complications and 
allowed abortion providers who lack the ability to handle complications to 
dispense Mifeprex, the predictable consequence is the explosion of Mifeprex 
complications including hemorrhage, adding to the current shortage of blood 
and blood products across the United States. See James Studnicki, et al., A 
Longitudinal Cohort Study of Emergency Room Utilization Following 
Mifepristone Chemical and Surgical Abortions, 1999-2015, 8 Health Servs. 
Rsch. & Managerial Epidemiol. 23333928211053965 (202 1), 


https://pubmed.ncbi.nlm.nih.gow/34778493/. 


20.1 am familiar with the FDA’s regulation of chemical abortion drugs, including 
mifepristone and misoprostol. As part of my duties and responsibilities at 


AAPLOG, I co-authored the original 2002 Citizen Petition and the 2019 
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Citizen Petition filed by AAPLOG and others to challenge the FDA’s actions 
on chemical abortion drugs. As part of my duties and responsibilities at 
AAPLOG, I also co-authored a study detailing the aberrancies of the FDA 
Approval process as it affects real-world patients. See Byron C. Calhoun & 
Donna J. Harrison, Challenges to the FDA Approval of Mifepristone, 38 Ann. 


Pharmacother. 163 (2004), https://pubmed.ncbi.nlm.nih.gow/14742814/. 


21.In a chemical abortion, women take mifepristone to terminate the pregnancy 
by killing the preborn child. Women then take misoprostol to expel all 
pregnancy tissues, including the preborn child, through contractions and 
cramping. 

22. Women who take chemical abortion drugs experience more complications 
than those who have surgical abortions. 

23.There are many intense side effects for women who take chemical abortion 
drugs, including cramping and heavy bleeding. 

24. Since the FDA’s 2000 Approval of Mifeprex (the chemical abortion drug 
regimen consisting of mifepristone and misoprostol), medical professionals 
have needed to treat women and girls who have suffered from chemical 
abortion and experienced complications. 

25.Mifepristone and misoprostol are serious drugs that should not be 
administered without medical supervision. The FDA’s actions to eliminate 
the necessary supervision of these drugs harm women and obstetrics 


professionals, including AHM, AAPLOG, and their members. 
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26.Since the FDA’s 2016 Major Changes to eliminate safeguards for the use of 
Mifeprex, AAPLOG members have needed to treat an increasing rate of 
women and girls who suffer complications from chemical abortion. 

27.The increase in the frequency of complications harms medical providers— 
including AHM and AAPLOG members—because they end up managing the 
increase in complications. 

28. When women suffer complications from chemical abortions, it can overwhelm 
the medical system and consume crucial limited medical resources, including 
blood for transfusions, physician time and attention, space in hospital and 
medical centers, and other equipment and medicines. 

29. The increased occurrence of complications related to chemical abortions also 
multiplies the workload of healthcare providers, including AHM and 
AAPLOG members, in some cases by astronomical amounts. This is 
especially true in maternity care “deserts” (i.e., geographic areas where there 
are not a large number of OB/Gyn providers for patients). 

30. For OB/Gyn professionals, the increase in complications due to increased use 
of chemical abortion drugs means that the typical care given to patients goes 
from simple patient management to complicated patient management. 
Patients who suffer complications from chemical abortions require 
significantly more time and attention from providers than the typical OB/Gyn 


patient requires. 
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31. In my experience, many patients do not fully understand the nature of 
chemical abortion or the risks that these drugs present to them. This results 
in an increase in the frequency of women seeking emergency medical care for 
side effects such as cramping, heavy bleeding, and severe pain even if they 
are not suffering an adverse event. 

32.1 understand that the FDA has removed the requirement for abortionists to 
report all adverse events for mifepristone. 

33. Many doctors likely do not know about the need to report adverse events 
yvelated to chemical abortion to the FDA. Similarly, many doctors likely do not 
know how to report adverse events. This means that complications handled 
by practitioners other than the abortionist are rarely reported to the FDA or 
the manufacturer. 

34.1 personally know of practitioners, including AAPLOG members, who have 
tried to report adverse events related to chemical abortion drugs to the FDA. 
The process is complicated, cumbersome, and time-consuming. The adverse 
event reporting requirements and the FAERS submission process harm 
medical practices by taking away significant time from a doctor to treat and 
meet with patients. 

35.The FDA’s decision not to require abortionists to report all adverse events for 
mifepristone harms women and girls because this deregulatory action creates 
an inaccurate and false safety profile for the use of mifepristone and 


misoprostol. 


Alliance.App. 266 


Case: 23-10362 Document:95-4 Page:22 Date Filed: 04/11/2023 
Case 2:22-cv-00223-Z Document1-5 Filed 11/18/22 Page11o0f14 PagelD 173 


36. Without an accurate picture of the adverse effects of widespread chemical 
abortion drug use, physicians cannot effectively practice evidence-based 
medicine. If the FDA is not collecting the vast majority of adverse events to 
understand the true risk, healthcare providers cannot assess the risks of a 
particular course of treatment and inform their patients accordingly. 

37.The inability of providers to adequately inform women of the known risks 
associated with chemical abortion drugs precludes women and girls from 
giving informed consent to taking these drugs. The lack of information also 
harms the patient-doctor relationship with all medical care providers because 
the patients no longer trust that their healthcare providers are telling the 
truth. This even harms organizations and practitioners who do not support or 
practice chemical abortion, including AHM, AAPLOG, and their members. 

38.Due to inadequate adverse event reporting, the true rates of risks associated 
with chemical abortion drugs remain unknown and undercounted. This 
prevents AHM and AAPLOG from providing the public, their members, and 
their members’ patients with accurate statistics and complete information 
regarding potential risks associated with the use of chemical abortion drugs. 

39. The inability to share accurate information with member physicians, their 
patients, and the public on the risks of chemical abortion frustrates and 
complicates AHM’s and AAPLOG’s purpose to support women’s health and to 


educate doctors, their patients, and the public about these dangers. 
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40.AHM and AAPLOG need to divert limited time, energy, and resources to 
compensate for this lack of information by conducting their own studies and 
analyses of the available data. This diversion of time, energy, and resources 
comes to the detriment of other advocacy and educational efforts of AHM and 
AAPLOG, including their efforts regarding the dangers of surgical abortion, 
the conscience rights of doctors, and the sanctity of life at all stages. 

41.On behalf of AAPLOG and serving as the chairperson for AAPLOG’s 
Subcommittee on Mifeprex, I submitted a Citizen Petition in 2002 
challenging the FDA’s approval of Mifeprex and requesting an audit of the 
Mifeprex clinical studies. AAPLOG, as an organization, is concerned about 
women’s health issues and recognized that the FDA’s violations of its 
standards and rules in approving Mifeprex put women’s lives and health at 
risk. It took considerable time, energy, and resources to draft the 92-page 
petition and the 30-page response to comments letter, in addition to 
compiling and analyzing supporting sources and studies. This effort caused 
AAPLOG to divert limited time, energy, and resources from its other 
priorities and routine functions. 

42.Similarly, AAPLOG submitted another Citizen Petition in 2019 challenging 
the FDA’s 2016 major changes to the chemical abortion drug regimen, which 
L also co-authored. It also took considerable time, energy, and resources to 


draft the 26-page petition, in addition to compiling and analyzing supporting 


il 
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sources and studies. This effort caused AAPLOG to divert limited time, 
energy, and resources from its other priorities and routine functions. 

43. Because abortion activists continue to file their own citizen petitions and 
letters with the FDA asking the agency to eliminate all protections for 
women and girls who take chemical abortion drugs, and knowing the Biden 
administration’s relentless, politicized efforts to push these drugs throughout 
the country, AHM and AAPLOG continue to expend considerable time, 
energy, and resources on its public advocacy and educational activities 
regarding chemical abortion drugs—to the detriment of other AHM and 
AAPLOG priorities and functions. This diversion of time, energy, and 
resources will not cease until the FDA’s approval and deregulation of 
chemical abortion drugs ceases. 

44.AHM and AAPLOG members are opposed to being forced to end the life of a 
human being in the womb for no medical reason. The objections are both 
ethical and medical as they stem from the purpose of medicine itself, which is 
to heal and not to electively kill human beings regardless of their location. 
The FDA’s removal of REMS for safe use—which eliminates in-person 
evaluations and follow-up care—places our member doctors at increased risk 
of being forced to violate their conscience rights. The FDA’s actions could 
force our members into a situation where they must render treatment to a 


woman in the emergency department suffering complications from chemical 
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abortion while she is still carrying a living fetus, and they must perform a 


D&C to treat her complications—ending the life of a human being. 


Executed this November _//_, 2022. 


By: heen WD, 
Donna Harrie, MP i 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE NORTHERN DISTRICT OF TEXAS 
AMARILLO DIVISION 


ALLIANCE FOR HIPPOCRATIC 
MEDICINE, on behalf of itself, its members, 
and their members, and their members’ 
patients; AMERICAN ASSOCIATION OF 
PRO-LIFE OBSTETRICIANS AND 
GYNECOLOGISTS, on behalf of itself, its 
members, and their patients; AMERICAN 
COLLEGE OF PEDIATRICIANS, on 
behalf of itself, its members, and their 
patients; CHRISTIAN MEDICAL & 
DENTAL ASSOCIATIONS, on behalf of 
itself, its members, and their patients; 
SHAUN JESTER, D.O., on behalf of 
himself and his patients; REGINA FROST- 
CLARK, M.D., on behalf of herself and her 
patients; TYLER JOHNSON, D.O., on 
behalf of himself and his patients; and 
GEORGE DELGADO, M.D., on behalf of 
himself and his patients, 

Plaintiffs, 


v. 


U.S. FOOD AND DRUG 
ADMINISTRATION; ROBERT M. 
CALIFF, M.D., in his official capacity as 
Commissioner of Food and Drugs, U.S. Food 
and Drug Administration; JANET 
WOODCOCK, M.D.., in her official capacity 
as Principal Deputy Commissioner, U.S. 
Food and Drug Administration PATRIZIA 
CAVAZZONI, M.D., in her official capacity 
as Director, Center for Drug Evaluation and 
Research, U.S. Food and Drug 
Administration; U.S. DEPARTMENT OF 
HEALTH AND HUMAN SERVICES; and 
XAVIER BECERRA, in his official capacity 
as Secretary, U.S. Department of Health and 
Human Services, 

Defendants. 
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DECLARATION OF DR. JEFFREY BARROWS 


I, Jeffrey Barrows, D.O. M.A. (Ethics), a citizen of the United States and a 


resident of Blountville, Tennessee, declare under penalty of perjury under 28 U.S.C. 


§ 1746 that the following is true and correct to the best of my knowledge. 


1. 


Tam over eighteen years old and make this declaration on personal 
knowledge. 

Iam a board-certified obstetrician and gynecologist and am the Senior Vice 
President of Bioethics and Public Policy for Plaintiff Christian Medical & 
Dental Associations (CMDA). 

I practiced obstetrics and gynecology for approximately 18 years. I practiced 
gynecology in an office setting for an additional ten years. 

I am familiar with CMDA, its members, their fields of practice, and CMDA’s 
policies and positions. 

CMDA is a national nonprofit organization headquartered in Tennessee. Its 
members are more than 13,000 Christian physicians, dentists, and allied 
healthcare professionals. CMDA has more than 1,200 members in Texas, 
including more than 600 physicians and approximately 35 OBGYNs. 
CMDA is opposed to elective abortions as contrary to sacred scripture, respect 
for the sanctity of human life, and traditional, historical Judeo-Christian 
medical ethics. 

CMDA’s mission includes advocating on behalf of its members, including in 


litigation. 
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8. CMDA brings this suit on behalf of itself and its members. 

9. CMDA has members in Texas and around the country who care for pregnant 
women in hospitals and clinics. CMDA’s members care for women who suffer 
complications from chemical abortions. 

10.A Risk Evaluation and Mitigation Strategy (REMS) is a drug safety program 
that the U.S. Food and Drug Administration (FDA) can require for certain 
medications with serious safety concerns to help ensure the benefits of the 
medication outweigh its risks. 

11.1 am familiar with the FDA’s approval of chemical abortion drugs in 2000. 
12.1 am familiar with the FDA’s regulatory changes regarding chemical abortion 
drugs, especially the REMS issued in 2016 and associated with the use of 

mifepristone and misoprostol for chemical abortions. 

13.I understand that the FDA’s 2016 changes expanded the gestational age for 
approved mifepristone use to 70 days (or 10 weeks) from 49 days (or 7 weeks), 
that it eliminated the in-person administration requirements for chemical 
abortion drugs, that it eliminated the requirement for a follow-up 
appointment after those drugs have been taken, and that it eliminated the 
prescriber reporting requirement for all adverse events except for death. 

14.1 also understand that the FDA subsequently eliminated the in-person 
dispensing requirements in 2021. 

15.The FDA’s actions harm women, practitioners, CMDA members, CMDA as an 


organization, and the medical profession generally. 
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16.Mifepristone and misoprostol are dangerous drugs that can potentially harm 
women. Relaxing the required medical supervision and oversight for patients 
taking these drugs puts women’s health at risk. 

17.By eliminating the in-person dispensing requirement and the requirement for 
a post-abortion follow-up, the FDA has exposed women to a higher likelihood 
of undetected serious complications. Specifically, the expanded use of 
telemedicine for chemical abortions means that some women who are beyond 
70 days’ gestation because they are mistaken or wrong about the gestational 
age of their unborn child will take these drugs outside of the appropriate 
window. 

18.Similarly, without in-person visits and sonograms, women with ectopic 
pregnancies may escape diagnosis, which puts them at a greater risk of 
serious and life-threatening complications such as rupture of the Fallopian 
tube and secondary hemorrhage. Undetected ectopic pregnancies are 
especially dangerous for women because in some cases they can result in 
extreme bleeding for women. 

19. By eliminating the adverse event reporting requirement for all events except 
death, the FDA has also undermined physicians’ ability to practice evidence- 
based medicine. By failing to collect accurate information about the 
complications associated with chemical abortion, the FDA leaves doctors 


without accurate information about the drugs’ safety for women. 
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20.As an organization, CMDA is harmed by the FDA’s failure to require 
reporting of all adverse events, which prevents CMDA from providing the 
public, our members, and our members’ patients with accurate statistics and 
complete information regarding potential risks associated with the use of 
chemical abortion drugs. 

21.The inability to share accurate information with member physicians, their 
patients, and the public on the risks of chemical abortion frustrates and 
complicates CMDA’s purpose to provide professional healthcare and to 
educate doctors, their patients, and the public about the dangers of chemical 
abortion. 

22. By removing the requirements for in-person visits, the FDA has increased the 
risk of malpractice claims against physicians. The best way to prevent 
malpractice is for physicians to establish relationships with patients who 
they can treat over time. By doing away with the necessary medical 
supervision, the FDA will cause more women to present in life-threatening 
circumstances into the care of hospitalists and emergency department 
physicians who have no prior history with these patients. 

23.By putting more doctors into riskier, emergent medical situations, the FDA’s 
regulatory actions expose physicians to increased claims of liability. 

24. The increased risks of exposure to liability and malpractice claims also 
impacts physicians because it drives up their insurance costs, especially those 


who practice in the hospital. 
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25.The FDA’s loosening of chemical abortion regulations impacts the standard of 
care and the demands and expectations that hospitals will put on their 
physicians. The FDA has radically altered the standard of care for 
mifepristone and misoprostol. The agency did this without the requisite 
evidence to support its actions. 

26.1 am also concerned that the FDA’s actions will foree CMDA members to 
complete an unfinished elective abortion in an emergency situation, causing 
immediate emotional and moral distress for our members who are opposed to 
elective abortion and do not want to feel complicit in an immoral, 
unnecessary procedure. 

27.CMDA has been involved with challenging the FDA’s approval of chemical 
abortion drugs for 20 years. In 2002, we submitted a Citizen Petition with 
other pro-life groups challenging the FDA’s actions, diverting valuable time 
and effort from CMDA’s routine functions in order to assist in filing the 


petition. 


Executed this November [2 2022. 


effrey Barrows, D.O. M.A. 
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Exhibit 6 


Declaration of Dr. Quentin Van Meter 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE NORTHERN DISTRICT OF TEXAS 
AMARILLO DIVISION 


ALLIANCE FOR HIPPOCRATIC 
MEDICINE, on behalf of itself, its members, 
and their members, and their members’ 
patients; AMERICAN ASSOCIATION OF 
PRO-LIFE OBSTETRICIANS AND 
GYNECOLOGISTS, on behalf of itself, its 
members, and their patients; AMERICAN 
COLLEGE OF PEDIATRICIANS, on 
behalf of itself, its members, and their 
patients; CHRISTIAN MEDICAL & 
DENTAL ASSOCIATIONS, on behalf of 
itself, its members, and their patients; 
SHAUN JESTER, D.O., on behalf of 
himself and his patients; REGINA FROST- 
CLARK, M.D., on behalf of herself and her 
patients; TYLER JOHNSON, D.O., on 
behalf of himself and his patients; and 
GEORGE DELGADO, M.D., on behalf of 
himself and his patients, 

Plaintiffs, 


v. 


U.S. FOOD AND DRUG 
ADMINISTRATION; ROBERT M. 
CALIFF, M.D., in his official capacity as 
Commissioner of Food and Drugs, U.S. Food 
and Drug Administration; JANET 
WOODCOCK, M.D., in her official capacity 
as Principal Deputy Commissioner, U.S. 
Food and Drug Administration PATRIZIA 
CAVAZZONI, M.D., in her official capacity 
as Director, Center for Drug Evaluation and 
Research, U.S. Food and Drug 
Administration; U.S. DEPARTMENT OF 
HEALTH AND HUMAN SERVICES; and 
XAVIER BECERRA, in his official capacity 
as Secretary, U.S. Department of Health and 
Human Services, 

Defendants. 
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DECLARATION OF DR. QUENTIN L. VAN METER 
I, Quentin L. Van Meter, a citizen of the United States and resident of Atlanta, 
Georgia, declare under penalty of perjury under 28 U.S.C. § 1746 that the following 
is true and correct to the best of my knowledge. 

1. Iam over eighteen years old and make this declaration on personal 
knowledge. 

2. lama board-certified pediatric endocrinologist. 

3. Lreceived my medical degree from the Medical College of Virginia in 1973. 

4. I did my pediatric internship (1973-1974) and my pediatric residency (1974- 
1976) at the Naval Regional Medical Center in Oakland, through the 
University of California, San Francisco. I completed my pediatric 
endocrinology fellowship from 1978 to 1980 at The Johns Hopkins Hospital. I 
also worked as a staff pediatric endocrinologist at the Naval Hospital in San 
Diego (1980-1986) and was Chairman and Director of the residency training 
program at the Naval Hospital Oakland (1986-1991). 

5. Following a 20-year career in the Navy Medical Corps, I moved to the Atlanta 
area and joined the Fayette Medical Clinic as a Pediatrician and Pediatric 
Endocrinologist. To better serve the ever-expanding population of pediatric 
patients with endocrine disorders, I developed my own full-time pediatric 
endocrine practice. Specifically, my practice helps children by treating them 
for disorders related to hormones and the endocrine glands that produce 


them. 
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6. I currently serve as the president of the American College of Pediatricians. 

7. Lam familiar with the American College of Pediatricians, its members, their 
fields of practice, and the organization’s policies and positions, including as 
set forth in the complaint, which I have reviewed. 

8. The American College of Pediatricians is a national organization of 
pediatricians and other healthcare professionals. Its membership includes 
more than 600 physicians and other healthcare professionals drawn from 47 
different states across the nation. The American College of Pediatricians has 
members in the State of Texas. 

9. The American College of Pediatricians brings this suit on behalf of itself and 
its members. 

10.1 am familiar with the FDA’s approval of mifepristone and issuance of a risk 
evaluation and mitigation strategy (REMS) for the chemical abortion drug 
regimen, which includes both mifepristone and misoprostol. 

11.1 understand that prior to the 2000 approval of mifepristone, the FDA never 
required a clinical study evaluating the safety and effectiveness of chemical 
abortion drugs on pregnant girls under 18 years of age. 

12.As a blocker of the hormone progesterone, mifepristone is an endocrine 
disruptor and, therefore, could interfere with pubertal development or 
adversely impact an adolescent girl’s developing body and reproductive 


system. The FDA’s failure to require pediatric clinical studies places girls at 
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risk from these drugs, which have the potential to dangerously adversely 
impact the health, safety, and welfare of the exposed adolescents. 

18.To my knowledge, the FDA’s 2000 approval of mifepristone for use in girls 
was unsupported by any scientific data showing that chemical abortion drugs 
are safe for girls under 18 years of age. 

14. By failing to require studies, the FDA’s 2000 approval placed young girls 
going through their reproductive development at risk. 

15.Numerous studies have demonstrated that there is an increased risk from 
chemical abortion drugs to pregnant women and girls as compared to surgical 
abortion. 

16.One recent study discovered that one-third of all post-abortion hospital 
emergency department visits in 2015 were after use of chemical abortion 
drugs. The FDA’s elimination of REMS and loosening of restrictions increases 
the risk that girls will suffer complications from chemical abortion drugs. 

17.1 am also aware that, in 2016, the FDA eliminated the requirement that 
abortionists report non-fatal adverse events—preventing the agency, women 
and girls, their doctors, and the public from having an accurate 
understanding of the complications from chemical abortion drugs and the 
rate at which they occur. 

18.Women, girls and their parents cannot give informed consent to chemical 


abortions drugs without this necessary information. And doctors cannot 
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accurately apprise their patients about the dangers of chemical abortion 
drugs without adequate studies elucidating these risks. 

19.The American College of Pediatricians is also harmed by the FDA’s failure to 
require reporting of all adverse events because it prevents us as an 
organization from providing the public, our members, and our members’ 
patients with accurate statistics and complete information regarding 
potential risks associated with the use of chemical abortion drugs. 

20.The inability to share accurate information with member physicians, their 
patients, and the public on the risks of chemical abortion frustrates and 
compromises our organization’s purpose to provide professional healthcare 
and to educate doctors, their patients, and the public about the dangers of 
chemical abortion. 

21.The American College of Pediatricians has challenged the FDA’s continued 
deregulation of chemical abortion drugs. In 2019, we submitted a Citizen 
Petition with another pro-life group challenging FDA’s 2016 major changes. 
It took considerable time, energy, and resources to assist in drafting the 26- 
page petition and compiling and analyzing supporting sources and studies. 
This effort caused the American College of Pediatricians to divert limited 
time, energy, and resources from its other priorities and routine functions. 

22.The American College of Pediatricians continues to expend considerable time, 


energy, and resources on its public advocacy and educational activities 
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exposing the risk of harm to women, including pediatric girls, from the FDA’s 


unlawful approval and deregulation of chemical abortion drugs. 


Executed this November 64, 2022. 


py. newt l2 deh — 


Quentin L. Van Meter, M.D. 
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Exhibit 16 


Maarit Niinimaki et al., Immediate Complications 
After Medical Compared With Surgical Termination of 
Pregnancy, 114 Obstetrics & Gynecology 795 (2009) 


Alliance.App. 285 


Case: 23-10362 


Document: 95-4 


Page: 41 Date Filed: 04/11/2023 


Case 2:22-cv-00223-Z Document 1-17 Filed 11/18/22 Page 2of11 PagelD 399 


Immediate Complications After Medical 
Compared With Surgical Termination of 


Pregnancy 


Maarit Niinimdki, mp, Anneli Pouta, mp, av, Aini Bloigu, Mika Gissler, Bsc, PhD, 
Elina Hemminki, mp, php, Satu Suhonen, mp, php, and Oskari Heikinheimo, mp, pho 


OBJECTIVE: To estimate the immediate adverse events 
and safety of medical compared with surgical abortion 
using high-quality registry data. 

METHODS: All women in Finland undergoing induced 
abortion from 2000-2006 with a gestational duration of 
63 days or less (n=42,619) were followed up until 42 days 
postabortion using national health registries. The inci- 
dence and risk factors of adverse events after medical 
(n=22,368) and surgical (n=20,251) abortion were com- 
pared. Univariable and multivariable association models 
were used to analyze the risk of the three main compli- 
cations (hemorrhage, infection, and incomplete abortion) 
and surgical (re)evacuation. 


RESULTS: The overall incidence of adverse events was 
fourfold higher in the medical compared with surgical 
abortion cohort (20.0% compared with 5.6%, P<.001). 
Hemorrhage (15.6% compared with 2.1%, P<.001) and 
incomplete abortion (6.7% compared with 1.6%, P<.001) 
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were more common after medical abortion. The rate of 
surgical (re)evacuation was 5.9% after medical abortion 
and 1.8% after surgical abortion (P<.001). Although rare, 
injuries requiring operative treatment or operative com- 
plications occurred more often with surgical termination 
of pregnancy (0.6% compared with 0.03%, P<.001). No 
differences were noted in the incidence of infections 
(1.7% compared with 1.7%, P=.85), thromboembolic 
disease, psychiatric morbidity, or death. 

CONCLUSION: Both methods of abortion are generally 
safe, but medical termination is associated with a higher 
incidence of adverse events. These observations are 
relevant when counseling women seeking early abortion. 
(Obstet Gynecol 2009;114:795-804) 


LEVEL OF EVIDENCE: II 


ermination of pregnancy is one of the most com- 

mon gynecologic procedures. For instance, in the 
United States, nearly half of pregnancies are unin- 
tended,' and 22% of all pregnancies (excluding mis- 
carriages) end in termination.? Abortion practices 
have changed dramatically in recent years since the 
medical method with antiprogestin mifepristone and 
prostaglandins was introduced. For example, in 2007 
in Finland 64%,3 in Sweden 61%, and in the United 
Kingdom 35%° of all abortions were performed using 
the medical method. Thus, the safety of induced 
abortion in general, especially that of the medical 
method, is of great public health interest. 

Most previous studies focused on the short-term 
complications of induced abortion have been small or 
have not involved comparison of the two dominant 
methods of abortion (medical and surgical). In a large, 
register-based study, 5% of the patients had a compli- 
cation (bleeding, infection, or (re)evacuation) after 
surgical abortion during a short-term follow-up period 
of 2 weeks.® In a previous meta-analysis in which 
medical and surgical termination of pregnancy in the 
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first trimester were compared, no differences in pelvic 
infection or ongoing pregnancies were noted between 
the methods. Evidence of different rates of other 
potential side effects or complications between the 
two abortion techniques could not be confirmed 
because the trials included were small.” 

Only a few randomized controlled trials have 
been performed to compare success rates and com- 
plications between medical and surgical abortion.*-!° 
In a previous, partly randomized study, no difference 
in the number of complications was noted. Although 
the rate of complete abortion was significantly higher 
in the surgical group (98% compared with 94%), the 
surgically treated women had a higher incidence of 
antibiotic treatment than did those undergoing med- 
ical abortion.* In another randomized controlled trial, 
complete abortion without a second procedure oc- 
curred in 98% of cases after surgical abortion and in 
95% after medical abortion. Moreover, no differences 
in the rates of major complications were observed.'! 

The purpose of the present study was to compare 
medical and surgical abortion in regard to the inci- 
dence and risk factors of immediate (ie, within 42 
days after termination of pregnancy) adverse events 
and complications in a large nationwide cohort. A 
nationwide cohort with high-quality data derived 
from national health registries offers the possibility to 
estimate extensively the risk of adverse events associ- 
ated with the two methods of early termination of 
pregnancy. Using this same cohort, we recently re- 
ported that the risk of repeat abortion after medical 
compared with surgical termination of pregnancy 
depends on various sociodemographic factors but not 
on the method of abortion.’* 


MATERIALS AND METHODS 

This was a cohort study including all women under- 
going termination of pregnancy in Finland between 
January 1, 2000, and December 31, 2006. According 
to the current law on induced abortions, women need 
permission with legal indication for termination of 
pregnancy, but the legislation is interpreted liberally. 
The Finnish legislation on induced abortion’ was 
summarized in our recent study.'? 

The present study was conducted after receiving 
approval from the ethics committee of the Northern 
Ostrobothnia Hospital District. The Ministry of Social 
Affairs and Health and Statistics Finland gave their 
permission to use the confidential personal-level data 
from the registries. The Data Protection Ombudsman 
was notified regarding the data linkage before the 
analyses as required by the national data-protection 
legislation. 
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All women who underwent induced abortion by 
either medical or surgical methods at a gestational age of 
63 days or less were included. The duration of gestation 
was limited to 63 days because, during the study 
period of 2000-2006, medical abortions, for the most 
part, were performed only up to that time.'* The time 
of follow-up after abortion was 42 days (6 weeks). 
Medical abortion was defined as the use of mifepris- 
tone alone or in combination with misoprostol or 
other prostaglandins. Surgical abortion included in- 
duced abortions with dilation and curettage or vac- 
uum aspiration. The participants were divided into 
two arms of the study according to the primary 
abortion method. For women having more than one 
abortion, only the first termination of pregnancy 
during the study period was included. 

The study was based on three national registries: 
the Abortion Registry,’ the Care Registry for Health 
Institutions (later renamed the Hospital Registry)!’ 
complied by the National Institute for Health and 
Welfare, and the Cause-of-Death Registry of Statistics 
Finland.'° The study participants were selected from 
the Abortion Registry as described in our previous 
study,! after which the other registries were linked 
with the cohort. 

We linked information on the study participants 
in the Hospital Registry concerning all hospital-inpa- 
tient episodes (all hospitals) and outpatient visits 
(public hospitals) within 42 days after termination of 
pregnancy to analyze complications related to induced 
abortion. All of the diagnoses (based on the Interna- 
tional Classification of Diseases [ICD]-10, International 
Statistical Classification of Diseases and Related Health 
Problems") and codes for surgical procedures (based on 
the Nordic Classification of Surgical Procedures!) found 
in the cohort were evaluated to select those considered 
to be of clinical importance. 

Complications were divided into seven catego- 
ties: 1) hemorrhage (all reported hemorrhages), 2) 
postabortal infections (pelvic inflammatory disease, 
endometritis, cervicitis, wound infections, pyrexia of 
unknown origin, urinary tract infections, and septice- 
mia), 3) incomplete abortion (surgical [re]evacuation, 
any reported incomplete abortion), 4) injuries or 
other reasons for surgical operation (all injuries, cer- 
vical laceration, uterine perforation, all surgical inter- 
ventions during the time of follow-up), 5) thrombo- 
embolic disease (pulmonary embolism, deep vein 
thrombosis), 6) psychiatric morbidity (depression, in- 
toxication, psychoses) and 7) death (death from any 
cause, pregnancy-related death according to the 
World Health Organization definition). The classifi- 
cation was based on that reported in the Joint Study of 
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the Royal College of General Practitioners and the 
Royal College of Obstetricians and Gynaecologists!” 
and modified for the present study. 

The Cause-of-Death Register kept by Statistics 
Finland contains data from death certificates and 
includes all deaths of Finnish citizens and permanent 
residents in Finland classified according to ICD-10 
codes.” All of the early deaths (within 42 days of 
termination of pregnancy) were classified as direct, 
indirect, or unrelated. This classification was based on 
that in an earlier study by Deneux-Tharaux et al.?! 

Differences between the groups were assessed 
using Student’s test for continuous variables and the 
xX test for categorical variables. Logistic regression 
analyses were performed to adjust for the differences 
in background characteristics in the comparisons of 
medical and surgical abortions. Furthermore, logistic 
regression was used to identify risk factors for com- 
plications. Variables that showed statistically signifi- 
cant associations with complications in univariable 
analysis were further entered in multivariable analy- 
sis. The estimated risks are presented as odds ratios 
with 95% confidence intervals. The statistical analyses 
were performed by using SPSS 16.0 for Windows 
(SPSS Inc., Chicago, IL). 


RESULTS 

The total number of women in the cohort was 
42,619. Of these, 22,368 had primary medical and 
20,251 primary surgical termination of pregnancy. 
The characteristics of the women in the cohort are 
presented in Table 1. The women in the medical- 
abortion cohort were somewhat younger and more 
often primigravid, nulliparous, and single. The 
most notable difference between the groups was the 
shorter duration of gestation in the cohort under- 
going medical abortion; surgical abortions in Fin- 
land usually are performed after the 6th week of 
gestation. 

The incidence of various adverse events and 
complications is shown in Table 2. The most common 
adverse events were hemorrhage and incomplete 
abortion, both of which were more common in the 
medical group. The incidence of infection did not 
differ between the groups. Injuries requiring opera- 
tion were rare but were more common in the surgical 
group. No differences between the two groups were 
noted in the incidence of thromboembolic disease, 
psychiatric morbidity, or death, partly because the 
overall incidence of these events was low. All of the 
deaths were unrelated to pregnancy: suicide (n=3), 


VOL. 114, NO. 4, OCTOBER 2009 Niinimaki et al 


homicide (n=1), subarachnoid hemorrhage (n=1), 
and traffic accident (n= 1). 

When comparing the numbers of women with 
adverse events or complications, the difference be- 
tween the two groups was notable: 20% of women in 
the medical-abortion group and 5.6% of women in the 
surgical-abortion group had at least one type of 
adverse event. When looking at the number of com- 
plications per patient, there were fewer multiple com- 
plications after surgical abortion (Table 2). 

We also analyzed the three most common com- 
plications in relation to the duration of gestation (Fig. 
1). In the medical-abortion cohort, the proportion of 
women with hemorrhage decreased with advancing 
duration of gestation; with surgical abortion it in- 
creased, albeit not significantly. In both groups, the 
incidence of infection and incomplete abortion in- 
creased with advancing duration of gestation. 

Univariable and multivariable analyses were per- 
formed concerning the risk factors for three major 
classes of complications (hemorrhage, infection, and 
incomplete abortion) and for surgical (re)evacuation, 
separately for the medical and surgical abortion co- 
horts (Table 3), and for the whole cohort combined 
(Fig. 2). In multivariable analysis, the risk of hemor- 
thage after medical abortion was increased in the age 
group of 20-24 years, among parous women, among 
those of lower socioeconomic status, and among those 
living in densely populated or rural areas. The risk 
decreased with advancing duration of gestation. After 
surgical termination of pregnancy, an increased risk of 
hemorrhage was seen in the age groups of 20-24, 
25-29, 30-34, and 35-39 years when compared with 
women younger than 20 years. A rural type of residence 
was associated with a decreased risk of hemorrhage. 

Multivariable analysis revealed an increased risk 
of infection after medical abortion in the age group of 
20-24 years and with advanced duration of gestation 
of 50-56 and 57-63 days. After surgical abortion, an 
increased risk of infection was found in the age group of 
20-24 years, with increasing duration of gestation, and 
among women of lower socioeconomic class. A de- 
creased risk of infection was associated with parity and 
with women living in densely populated or rural areas. 

The risk factors associated with incomplete medical 
abortion were age of 20-24 years, parity, previous 
abortion, being single, living in a densely populated or 
rural area, and advanced duration of gestation. The risk 
of experiencing incomplete surgical abortion was as- 
sociated with previous abortion, cohabiting or being 
single, and with a duration of gestation of 57-63 days. 

In multivariable analysis, the risk of bleeding was 
almost eightfold higher, the risk of incomplete abor- 
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Table 1. Characteristics of the Participants Included in the Study 


Medical Abortion (n=22,368) Surgical Abortion (n=20,251) P 
Age (y) 
Median (mean) 25.0 (26.3) 26.0 (27.3) <.001 
95% confidence interval 26.2-26.4 27.2-27.4 
Age category (y) 
Younger than 20 5,058 (22.6) <.001 
20-24 5,665 (25.3) 
25-29 4,098 (18.3) 
30-34 3,406 (15.2) 
35-39 2,934 (13.1) 
40 or older 1,207 (5.4) 
Parity 
0 12,819 (57.3) <.001 
1 3,444 (15.4) 
2 3,897 (17.4) 
3 or more 2,207 (9.9) 
Previous abortions 
0 18,626 (83.3) 51 (76.4) <.001 
1 2,856 (12.8) 3.471 (17.1) 
2 664 (3.0) 927 (4.6) 
3 or more 221 (1.0) 390 (1.9) 
Marital status 
Married 4,350 (19.5) 4,718 (23.3) <.001 
Cohabiting 3,592 (16.1) 3,113 (15.4) 
Single 14,394 (64.4) 12,412 (61.3) 
Social status 
Upper white-collar worker 1,595 (7.1) 1,497 (7.4) <.001 
Lower white-collar worker 4,799 (21.5) 4,794 (23.7) 
Blue-collar worker 2,691 (12.0) 3,060 (15.1) 
Student 7,598 (34.0) 5,990 (29.6) 
Other 1,072 (4.8) 1,386 (6.8) 
Unknown 4,613 (20.6) 3,524 (17.4) 
Type of residence 
Urban 16,668 (74.5) 15,118 (74.7) <.001 
Densely populated area 2,788 (12.5) 2,286 (11.3) 
Rural 2,912 (13.0) 2,847 (14.1) 
Indication for abortion 
Social reasons 19,691 (88.0) 17,175 (84.8) <.001 
Age 17 y or younger 1,507 (6.7) 1,459 (7.2) 
Age 40 y or older 754 (3.4) 5 
Four children or more 366 (1.6) 
Other 50 (0.2) 
Duration of gestation (d) <.001 
42 or fewer 6,012 (26.9) 
7,355 (32.9) 
6,014 (26.9) 
2,987 (13.4) 


Data are n (%) unless otherwise specified. 


tion was fivefold higher, and the risk of (re)evacuation 
was twofold higher after medical abortion compared 
with surgical abortion. The risk of infection, as de- 
rived from univariable analysis, was not associated 
with the method of abortion. 


DISCUSSION 


In the present study, we found that the two methods 
of pregnancy termination (medical and surgical) are 
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generally safe. However, the incidence of the two 
most common adverse events (hemorrhage and in- 
complete abortion) were notably higher among 
women undergoing medical abortion, whereas com- 
plications requiring surgical treatment, although rare, 
were more common after surgical abortion. The rates 
of postabortal infection and serious morbidity (such as 
thromboembolic events) did not differ between the 
two groups. There were no pregnancy-related deaths 
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Table 2. Incidence of Adverse Events in the Cohort 


Medical Abortion 


Surgical Abortion Adjusted OR" 


(n=22,368) (n=20,251) Pe (95% Cl) 
Hemorrhage 3,487 (15.6) 433 (2.1) <.001 7.93 (7.15-8.81) 
Hemorrhage with surgical (reJevacuation 645 (2.9) 173 (0.9) <.001 
Infection 383 (1.7) 342 (1.7) 85 1.15 (0.98-1.34) 
Infection with surgical (re)evacuation 172 (0.8) 122 (0.6) 02 
Incomplete abortion 1,495 (6.7) 323 (1.6) <.001 5.37 (4.49-6.28) 
Incomplete abortion with surgical (reevacuation 1, 320 (5.9) 77 (0.4) <.001 
Injury 6 (0.03) 1a (0.60) <.001 Nat 
Thromboembolic disease 18 (0.08) 17 (0.08) 90 NA 
Psychiatric morbidity 2 (0.009) 1 (0.005) 62 NA 
Death 2 (0.009) 4 (0.020) 35 NA 
Women with adverse events 4,479 (20.0) 1,127 (5.6) <.001 4.23 (3.94-4.54) 
Surgical (reJevacuation 1,320 (5.9) 363 (1.8) <.001 3.58 (3.18-4.03) 
Number of adverse events per woman 

0 17,889 (80.0) 19,124 (94.4) <.001 

1 3,624 (16.2) 1,021 (5.0) 

2 796 (3.6) 97 (0.5) 

3 59 (0.26) 9 (0.04) 


OR, odds ratio; CI, confidence interval; NA, not applicable. 
Data are n (\%) unless otherwise specified. 


* Chi-square test for comparison between medical and surgical cohort. 
* Surgical cohort as a reference adjusted for age, parity, previous abortion, social status, marital status, type of residence, and duration of 


gestation. 


* Not applicable owing to small number of patients in one or both groups. 


in our data. Because medical abortion is being used 
increasingly in several countries, it is likely to result in 
an elevated incidence of overall morbidity related to 
termination of pregnancy. 

The present study covers almost all of the in- 
duced abortions performed in Finland during the 
years 2000-2006 and thus is a unique data source 
regarding even uncommon adverse events. However, 
the validity of the data is a potential problem in 
register-based studies such as the present one. In the 
Registry of Induced Abortions, 95% of the informa- 


20 
ag- P<001 121 42 days or fewer 
43-49 days 
16 Hl 50-56 days 
1 57-63 days 
14 
12 
$10) 
5 P<001 
a) 
6 
+ P=21  P<001 P05 P<05 
2 
° Medical Surgical Medical Surgical Medical Surgical 
Hemorrhage Infection Incomplete abortion 


Fig. 1. Complications according to the duration of gestation 
in the medical and surgical cohorts (%). 


Niinimaki. Complications After Medical and Surgical Abortion. 
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tion has been proven to be identical to that in medical 
records.” However, the reliability of diagnoses and 
interventions can vary, and underreporting or over- 
reporting by physicians cannot be ruled out. In 
addition, the Hospital Registry, which was used as a 
data source, contains data concerning hospital care 
only. Thus, adverse events dealt with outside the 
public hospital system, especially those treated in 
primary health care, will have been missed. More- 
over, a single patient may have various diagnoses and 
complications, such as incomplete abortion and 
bleeding, and thus may have been registered more 
than once. The participants, however, each had a 
unique personal identification number, and we were 
able to eliminate double counting in our study. 

It is important to note that the severity of the 
diagnoses found in the Hospital Registry may vary 
substantially. Thus, another problem in this kind of 
study is the definition of criteria for complications and 
adverse events. We evaluated all the ICD-10 diag- 
noses and codes for surgical procedures included in 
the Hospital Registry and classified them into seven 
categories. In addition, women choosing surgical 
and medical abortion differed subtly in several re- 
spects and thus may be prone to different types of 
adverse events. 

The rate of consultation related to a diagnosis of 
hemorrhage was high and eight times more common 
after medical termination of pregnancy. Because 
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Table 3. Results of the Multivariable Analysis in Three Major Complications and Surgical (Re)Evacuation 


Hemorrhage Infection 
Medical Surgical Medical Surgical 
Age (y) 1.00 (0.96-1.04) 
Age category (y) 
Younger than 20 1 1 1 
20-24 1.26 (1.00-1.58) 
2 1.29 (0.88-1.91) 
30- 1.47 (0.83-2.58) 
35-39 1.17 (0.56-2.46) 
40 or older 1.01 (0.40-2.56) 
Parity 
None 1 1 
Yes 1.25 (1.08-1.45) 0.80 (0.56-1.14) 
Previous abortion 
None 1 
Yes 1.07 (0.93-1.22) 
Social status 
Upper white-collar worker 1 1 
Lower white-collar worker 1.14 (0.92-1.40) 3.21 (1.38-7.46) 
Blue-collar worker 1.54 (1.23-1.93) 4.40 (1.87-10.36) 
Student 1.50 (1.19-1.88) 3.47 (1.44-8.36) 
Other 1.58 (1.20-2.08) 4.50 (1.80-11.27) 
Marital status 
Married 1 
Cohabiting 1.12 (0.94-1.34) 
Single 1.05 (0.90-1.22) 
Residence 
Urban 1 1 
Densely populated 1.43 (1.23-1.66) 0.98 (0.72-1.33) 
Rural 1.25 (1.07-1.45) 0.71 (0.51-0.98) 
Duration of gestation (d) 
42 or fewer 1 1 1 


0.93 (0.82-1.05) 
0.74 (0.64-0.85) 
0.63 (0.51-0.76) 


1.33 (0.98-1.80) 
1.91 (1.42-2.56 


1.03 (.0.59-1.80) 


2.56) 5 (0.68-1.94) 


Data are odds ratio (95% confidence interval). 


Only those variables that showed a statistically significant association with a complication in univariable analysis (data not shown) were 


entered in multivariable analysis. 


medical abortion is associated with uterine bleeding 
lasting approximately 2 weeks,” the high rate of 
consultation is not surprising. Uterine bleeding re- 
quiring surgical evacuation probably better reflects 
the severity of bleeding after termination of preg- 
nancy. The incidence of such bleeding was relatively 
low, but it was more common in the medical-abortion 
group. In earlier studies, an average of 10% of women 
who underwent medical abortion complained of ex- 
cessive bleeding.** 

In line with uterine bleeding, the rate of incom- 
plete abortion was higher in the cohort undergoing 
medical abortion. Surgical evacuation performed be- 
cause of incomplete abortion occurred in approxi- 
mately 6% of women having medical termination of 
pregnancy. The highest rates of complete medical 
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abortion, reported from centers with extensive expe- 
rience of the technique, are up to 98%.!!”° However, 
it is reassuring to note that a high rate of complete 
abortion, approaching those reported from centers 
with extensive experience, was reached in the present 
national cohort. 

One of our key findings was that the rates of 
infectious morbidity were similar after medical and 
surgical abortion. In a previous survey, the need for 
postabortal antibiotics for suspected endometritis was 
higher after surgical abortion.’ Moreover, the use of 
medical abortion previously has been associated with 
rare cases of severe infectious morbidity and mortal- 
ity.?” Reassuringly, only two cases with serious infec- 
tions (septicemia caused by Staphylococcus aureus and 
Streptococcus) occurred in the present cohort, one in 
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Incomplete Abortion 


Surgical (Re)Evacuation 


Medical Surgical Medical Surgical 
1.04 (0.99-1.10) 1.05 (0.99-1.11) 
1 1 
1.14 (0.80-1.62) 1.15 (0.79-1.67) 
0.0 (040-200 0:80 (038-208) 

40-2. .89 38-2.09 

0.66 (0.2 ) 0.66 (0.22-2.00) 

0.41 (0.11-1.52) 0.39 (0.10-1.57) 
1 1 

1.65 (1.33-2.03) 1.59 (1.27-1.98) 
1 1 ‘ 

1.34 (1.11-1.60) 1.38 (1.08-1.76) 1.30 (1.08-1.58) 
1 1 

1.46 (1,00-2.13) 1.10 (0.86-1.41) 


1.46 (1.09-1.97) 


1 1 
0.96 (0.78-1.16) 1.64 (0.97-2.75) 
1.34 (1.12-1.66) 1.59 (0.96-2.62) 


1.55 (1.22-1.98) 1,91 (1,16-3.14) 


0.92 (0.74-1.14) 


1 1 
1.43 (1.14-1.79) 0.75 (0.52-1.08) 
1.48 (1.19-1.84) 0.68 (0.48-0.96) 
1 1 
1.01 (0.81-1.24) 1.63 (0.97-2.73) 
1.41 (1.14-1.75) 1.92 (1.17-3.15) 


1.77 (1.38-2.28) 2.23 (1.36-3.65) 


the medical and one in the surgical group. However, 
as previously reported, cases of Clostridium sordellii 
septicemia occurred at a rate of 1 per 100,000’; even 
the present cohort is too small to assess the incidence 
of such a rare infection. 

Injuries and surgical interventions for other rea- 
sons were relatively rare in both groups. Not surpris- 
ingly, the incidence of postabortal surgical interven- 
tion was lower among women undergoing medical 
abortion. Some other serious and rare complications 
were identified as well. These included thromboem- 
bolic and psychiatric complications as well as some 
deaths. The incidence of thromboembolic complica- 
tions is in line with earlier reports of an increased risk 
during pregnancy.”*”? In a previous register-based 
study, it was concluded that deaths from external 
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causes of injury and poisoning (including unintentional 
and intentional injuries, suicides, and homicides) are 
significantly more common in women after induced 
abortion compared with nonpregnant women or 
women after birth.*° In the present cohort also, five out 
of six cases of death were the result of external causes. In 
addition, psychiatric diagnoses, such as depression and 
psychoses, were identified, but the rates of these com- 
plications did not differ between the two cohorts. Simi- 
larly, in an earlier, partly randomized study, no differ- 
ences between women with medically or surgically 
performed abortions emerged in regard to postabortal 
anxiety, depression, or self-esteem.*! Naturally, the 
present kind of study setting (register-based study) gives 
only a crude idea of short-term psychiatric morbidity 
associated with termination of pregnancy. 


Complications After Medical and Surgical Abortion 801 


Copyright© American Caines Ape 2oRs and Gyne@S|6pgéts a 


Case: 23-10362 


Document: 95-4 
Case 2:22-cv-00223-Z Document 1-17 Filed 11/18/22 


Page: 48 


Date Filed: 04/11/2023 
Page 9 of 11 PagelD 406 


OR, 85% Cl | OR _85%Cl_| 
Age (years) ; Lower Upper] Age (years) Lower Upper| 
Under 20 . 1 Under 20 1 
20-24 ite 1.28115 1.43 20-24 1.31 0.95 1.80 
25-29 he 129 113 169 25-29 109 0.63 1.88 
30-34 tre 137 1.19 1.58 30-34 0.92 0.42 2.03 
35-39 he 127 109 1.48 35-39 0.79 0.28 2.22 
40 or more om 1.00 082 1.21 40 or more 097 0.27 3.55 
Parity H Parity 
No + 4 No 1 
Yes Ne 1.14 1.04 1.24 Yes 0.90 0.74 1.10 
Previous abortion H Previous abortion 
No ry 1 No 
Yes » 1.01 0.92 1.01 Yes 
Social status dl Social status 
Upper white collar ry 1 Upper white collar 1 
Lower white collar to 1.24 103 1.42 Lower white collar 149 1.01 2.19 
Blue collar ee 1.43 121 1.69 Blue collar 175 1.17 262 
‘Students tres 136 116 1.61 ‘Students 154 1.03 231 
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Fig. 2. Risk factors regarding three major complications (bleeding (Al, infection [B], and incomplete abortion [C]) among the 


entire cohort (medical and surgical cohorts combined). OR, odds ratio; 


from univariable analysis. 
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The most important risk factor with regard to the 
two most common adverse events (hemorrhage and 
incomplete abortion) was the method of abortion. Other 
risk factors were, for the most part, in line with those 
reported previously—advanced gestational age, parity, 
and previous induced abortions.!'? For unknown 
reasons, the risk of hemorrhage after medical abortion 
diminished with advancing duration of gestation. Toler- 
ance of bleeding—a natural part of medical abortion— 
varies from one woman and physician to another and 
also depends on preabortion counseling. Other expla- 
nations, such as possible bias in reporting the events in 
the registry, are possible but cannot be verified in the 
present study. We included all cases requiring consulta- 
tion in specialized health care because they are regis- 
tered uniformly in Finland. In addition, every such visit 
adds to the costs of the health care system. More 
detailed analysis of all health care costs related to 
termination of pregnancy and its complications, accord- 
ing to the method, is needed. 

In conclusion, termination of pregnancy by 
means of either medical or surgical methods is asso- 
ciated with a low level of serious complications. On 
the basis of the present data, however, it appears that 
medical abortion results in an increased incidence of 
adverse events. 
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Abstract 


Introduction: Existing research on postabortion emergency room visits is sparse and limited by methods which underestimate 
the incidence of adverse events following abortion. Postabortion emergency room (ER) use since Food and Drug Administration 
approval of chemical abortion in 2000 can identify trends in the relative morbidity burden of chemical versus surgical procedures. 


Objective: To complete the first longitudinal cohort study of postabortion emergency room use following chemical and surgical 
abortions. 


Methods: A population-based longitudinal cohort study of 423 000 confirmed induced abortions and 121,283 subsequent ER 
visits occurring within 30 days of the procedure, in the years 1999-2015, to Medicaid-eligible women over 13 years of age with at 
least one pregnancy outcome, in the 17 states which provided public funding for abortion. 


Results: ER visits are at greater risk to occur following a chemical rather than a surgical abortion: all ER visits (OR 1.22, CL 1.19- 
1.24); miscoded spontaneous (OR 1.88, CL 1.81-1.96); and abortion-related (OR 1.53, CL 1.49-1.58). ER visit rates per 1000 
abortions grew faster for chemical abortions, and by 2015, chemical versus surgical rates were 354.8 versus 357.9 for all ER visits; 
31.5 versus 8.6 for miscoded spontaneous abortion visits; and 51.7 versus 22.0 for abortion-related visits. Abortion-related visits 
as a percent of total visits are twice as high for chemical abortions, reaching 14.6% by 2015. Miscoded spontaneous abortion visits 
as a percent of total visits are nearly 4 times as high for chemical abortions, reaching 8.9% of total visits and 60.9% of abortion- 
related visits by 2015. 


Conclusion: The incidence and per-abortion rate of ER visits following any induced abortion are growing, but chemical abortion 
is consistently and progressively associated with more postabortion ER visit morbidity than surgical abortion. There is also a 
distinct trend of a growing number of women miscoded as receiving treatment for spontaneous abortion in the ER following 
a chemical abortion. 


Keywords 
induced abortion, mifepristone, medical abortion, emergency room, Medicaid 


Introduction 


Since its fast-track approval by the USA Food and Drug 
Administration (FDA) in September 2000, induced abortion 1 : 
by the administration of mifepristone and misoprostol (ie, , Charlotte Lozier Institute, Arlington, VA, USA 

; i 7 i American Association of Pro-Life Obstetricians and Gynecologists, Eau 
chemical abortion) has grown to over 50% of all induced abor- Claire, MI, USA 
tions in the United States and may, in fact, be responsible for + Etlict Institute, Springfield, IL, USA 
ending a long-term decline in the number of induced abortions — * Florida Gulf Coast University, Fort Myers, FL, USA 
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in the United States by the absence of a comprehensive national 
reporting system of pregnancy outcomes. The Centers for 
Disease Control and Prevention (CDC) Abortion Surveillance 
Reports are derived from a profoundly flawed system in 
which reporting by the states is voluntary, with many states 
reporting intermittently and some not at all. The reporting of 
specific data elements is similarly piecemeal and, most disap- 
pointing, no event-level data is actually available for any rigor- 
ous analytical purposes. Adverse events which may be related 
to an induced abortion such as a death, incomplete abortion, 
severe bleeding, or infection are often underreported because 
there is no certain way to link the adverse event to the precipi- 
tating abortion. Further, the FDA’s adverse event reporting 
requirements for mifepristone extend only to deaths.” Large 
population-based record-linkage studies from nations with 
comprehensive reproductive history data linked to adverse 
events provide the best opportunity to overcome many of 
these data limitations and find a much higher overall incidence 
of adverse events in the chemical compared with the surgical 
cohort.** By contrast, USA studies of chemical abortion 
safety are frequently conducted on opportunity samples of 
women who have recently undergone an induced abortion. 
Already limited by the nonrandom nature of patient selection, 
these studies are frequently subject to design limitations such 
as the exclusion of an incomplete abortion as a complication, 
or an unacceptably high percentage of women lost to 
follow-up.>° 

The emergency room (ER) visit is a particularly insightful event 
by which to assess and compare the relative safety of chemical and 
surgical abortions for 2 reasons. First, adverse events following a 
mifepristone abortion are more likely to be experienced at home 
in the absence of a physician, increasing the likelihood of an ER 
visit. Second, the ER visit can be for any number of complications 
and is, therefore, a broad proxy indicator for abortion-related mor- 
bidity. One major concer is that ER secondary data describes treat- 
ment for a condition (eg, hemorrhage) which may be attributed to a 
prior event (eg, abortion), but, as we have seen, the prior event is 
often missed. For example, a study of abortion-related emergency 
room visits in the United States, using the Nationwide Emergency 
Department Sample, categorized whether visits were abortion 
related based only on information taken from the ER visit record. 
There was no independent confirmation from a different source 
that an abortion had occurred. Therefore, a woman who was expe- 
riencing excessive bleeding following a chemical abortion but did 
not reveal the abortion to the ER physician would not be identified 
as an abortion-related visit. Not surprisingly, the study found an 
extraordinarily low percentage (0.01%) of abortion-related visits 
among all ER visits to women age 15 to 49.’ For all the reasons 
related to data availability and quality, as well as methodological 
inadequacies, evidence suggests that postabortion complications 
are substantially underreported.*? 

As we have described, research on adverse events following 
induced abortion varies by procedure, protocols to detect compli- 
cation, length of follow-up and the sources and quality of data. 
The emergency room visit as a comprehensive marker for post- 
abortion complications has been infrequently and inadequately 
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utilized in existing research. Therefore, the objective of this 
research was to complete the first population based longitudinal 
cohort study of the trajectory of postabortion emergency room 
utilization following both chemical and surgical abortions in 
order to test the hypothesis that chemical abortion results in 
higher emergency room utilization. We selected a longitudinal 
cohort design because of its superiority to cross-sectional 
approaches in suggesting causation. Uniquely, our methodology 
includes first a confirmation of the actual provision of either a 
chemical or surgical abortion and, only after confirmation, iden- 
tifies broadly all emergency room utilization before disaggregat- 
ing abortion-related ER use. In the absence of a national abortion 
registry, this analysis is intended to provide the most comprehen- 
sive view of postabortion-related morbidity in the years follow- 
ing the FDA approval of mifepristone abortion, as well as a 
glimpse of what we might expect in the future. 


Methods 


Data were obtained from the enrollee-level Medicaid Analytic 
eXtract files licensed through the Centers for Medicare and 
Medicaid Services (CMS) Chronic Condition Data Warehouse’s 
Medicaid data. The analytic dataset is comprised of enrollees 
from the 17 states whose official policies applied state funds to 
most abortions not covered by federal Medicaid during the 
period 1999 through 2015. Not all states funded abortion consis- 
tently or to the same extent during the study period. Despite 
their official policies, Arizona and Illinois funded relatively few 
abortions during this period, and Alaska experienced a short inter- 
ruption to its abortion coverage.'° Not all states had provided 
claims data through 2015 due to differing reporting timeframes. 
The latest year of data relative to each state was 2013 for 
Arkansas, Illinois, Maryland, Montana, and New Mexico; 2014 
for Arizona, Hawaii, Massachusetts, and Washington; and 2015 
for California, Connecticut, Minnesota, New Jersey, New York, 
Oregon, Vermont, and West Virginia. 

The study population was made up of enrollees over 13 years 
of age with at least one identifiable pregnancy outcome from 
1999 through the latest year of data available for each state. 
For each beneficiary, all unique pregnancy outcomes were iden- 
tified using International Classification of Diseases, Ninth 
Revision (ICD-9) codes. Additionally, Current Procedural 
Terminology, fourth Edition (CPT4) and Healthcare Common 
Procedure Coding System (HCPCS) codes were used to 
confirm pregnancy outcomes. 

These codes were used to allocate all pregnancy outcomes 
into 4 categories: live birth (ICD-9V27.0, V27.2, and V27.5), 
natural fetal loss (ICD-9V27.1, V27.4, V27.7, 630, 631, 633, 
634), induced abortion (ICD-9 635.xx, CPT4 59840, 59841, 
59850, 59851, 59852, 59855, 59856, 59857, and HCPCS: 
$0199, $2260, $2265, $2266, $2267, X7724, X7726, S0190, 
$0191), and undetermined (ICD-9 636.xx, 637.xx, 638.xx). 
In order to identify each unique pregnancy, multiple diagnostic 
or treatment codes within 30 days of a pregnancy loss (natural, 
induced, or undetermined) or within 180 days of a live birth 
were counted as a single pregnancy outcome using the first 
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date associated with that series of Medicaid claims. Twins and 
higher order gestations that resulted in a combination of live 
birth and fetal loss were excluded from the analysis. 

The analytic strategy was composed of 3 phases. First, we 
identified every confirmed surgical induced abortion (ICD/ 
CPT codes—CPT4 59840, 59841, 59850, 59851, 59852, 
59855, 59856, 59857) and every confirmed chemical induced 
abortion (HCPCS codes $0190, $0191) in each specific year 
1999 to 2015 (index abortion). Codes $0190 and S0191 were 
added by CMS on January 1, 2001, so chemical abortions 
prior to that date could have been missed; however, because 
mifepristone did not receive approval from the FDA until 
September 28, 2000, the number of mifepristone abortions 
not captured here is likely minimal. Additionally, as an explan- 
atory variable, we determined whether there was a prior induced 
abortion or live birth in the 12 months preceding the index abor- 
tion procedure. Second, we identified every emergency room 
visit occurring within thirty days of the index abortion proce- 
dure (Place of Service code 23 [emergency room]), including 
multiple visits for each patient. We further disaggregated ER 
visits into 3 categories: all-cause, abortion-related codes 
(ICD-9, 630-639) and spontaneous abortion code (ICD-9, 
634). We mapped and adjusted the appropriate codes during 
the last two quarters of calendar year 2015 to reflect the transi- 
tion from ICD-9 to ICD-10. The following descriptive metrics 
were calculated: chemical abortions as a percent of total 
induced abortions; ER visits following chemical abortions as 
a percent of total ER visits following total induced abortions; 
coded abortion-related visits as a percent of total ER visits fol- 
lowing an induced abortion; miscoded spontaneous abortion 
ER visits as a percent of total ER visits following an induced 
abortion; miscoded spontaneous abortion ER visits as a 
percent of abortion-related ER visits following an induced abor- 
tion; and abortion ER visit rates per 1000 specified induced 
abortions for all-cause, coded abortion-related, and miscoded 
spontaneous abortion visit categories. Comparisons of the 
1999 to 2015 longitudinal trajectory of these descriptive 
metrics are displayed in a series of 9 figures. 

Third, we performed logistic regression models to identify 
the association of selected predictor variables with the likeli- 
hood of experiencing each of the 3 defined categories of ER 
visits following an induced abortion. The outcome variable in 
each equation was the dichotomous indication (yes/no) of the 
specific type of ER visit. The predictor variables were as 
follows: surgical abortion; chemical abortion; age at induced 
abortion; race; months of Medicaid eligibility at induced abor- 
tion; prior (within a calendar year of induced abortion) birth; 
and prior (within a calendar year of induced abortion) 
induced abortion. The odds ratios were calculated for the 
entire 17-year study period and, with the disproportional 
growth of chemical abortions over time, underestimate the 
current advantage of chemical abortion (vs surgical) in eliciting 
emergency room visits in the later years of the study observa- 
tion period. 

Summary analytic tables were created using (SAS/STAT) 
software, version (10) of the SAS system for (Unix). 
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Board (IRB) review pursuant to the USA Department of 
Health and Human Services Policy for Protection of Human 
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Findings 

From 1999 to 2015, there was a total of 423 000 confirmed 
induced abortion Medicaid procedures, 361 924 surgical and 
61,706 chemical. Surgical abortions increased from 4479 in 
1999 to a peak of 36 204 in 2012, declined in 2013 to 2014 
to 28 101, and concluded 2015 at 29 558. Chemical abortions 
had no Medicaid claims in the study population in 1999 to 
2000 and only 15 in 2001. From 2002 when there were 352, 
chemical abortions increased to 8768 in 2012, followed by a 
2013 to 2014 decline similar to that experienced by surgical 
abortion. Following inclusion of California chemical abortions 
in 2015, the chemical abortion number more than doubled to 
15 279. As the result, mifepristone abortions grew from 4.4% 
of total abortions in 2002 to 34.1% in 2015 (Table 1 and 
Figure 1). 

Similarly, emergency room visits within 30 days of an 
induced abortion increased during the study observation 
period for both surgical and chemical abortions. Emergency 
room visits following chemical abortions grew consistently as 
a percentage of all ER visits within 30 days of the procedure: 
3.5% (36 = [36+977]) in 2002; 6.9% (452 = [452 +6060]) 
in 2007; 22.0% (3220 + [3220 + 11,401]) in 2012; and 33.9% 
(5421 + [5421410,578]) in 2015 (Table 1). The steeper 
growth in total and abortion-related ER visits for mifepristone 
abortions are apparent in the comparison of Figure 2 (surgical) 
and Figure 3 (chemical). Total ER visits during the study period 
totaled 121,283, 99,928 surgical and 21,355 chemical. 

There are clear differences for surgical and chemical abor- 
tions in terms of the reason for the ER visits following the pro- 
cedure. Abortion-related visits (ICD-9 630-639) remain stable 
at 4% to 5% of total ER visits for surgical abortions, reaching 
a high of 6.2% in 2015. This percentage is 8% to 9% 
between 2002 and 2013 for chemical abortions, with increases 
in 2014 to 2015 peaking at 14.6%. Abortion-related ER visits 
represent a higher percentage of total ER visits for chemical 
abortions (Figure 4). 

ER visits miscoded as a spontaneous abortion following a 
chemical abortion range between 2% and 3% of total visits 
from 2003 to 2012, increasing abruptly between 2013 and 
2015 reaching 8.9%. ER visits miscoded as a spontaneous abor- 
tion following a confirmed surgical abortion averaged less than 
1% of all ER visits until 2008, 1.2%-1.3% from 2009 to 2014, 
and peaked at 2.4% in 2015. Therefore, from 2005 to 2015, 
visits miscoded for spontaneous abortion treatment in the ER 
as a percent of all visits, went from 2 to 4 times as likely follow- 
ing a chemical abortion as compared to a surgical abortion 
(Figure 5). 
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Table 1. Chemical and Surgical Induced Abortions and ER Visits Within 30 Days, 1999-2015. 


Chemical Surgical 
Year Abortions All ER Visits 630 to 639 634 Abortions AIl ER Visits 630 to 639 634 
1999 0 4479 351 15 5 
2000 1) 7248 598 31 I 
2001 IS I 9986 732 20 7 
2002 352 36 3 0 7729 977 4l 10 
2003 803 108 6 2 13 012 1792 70 12 
2004 1319 198 17 | 18 463 2871 99 14 
2005 1360 316 29 9 19 226 4178 170 42 
2006 1192 351 23 6 20 558 5042 218 51 
2007 1521 452 37 13 21 244 6060 263 53 
2008 1988 799 50 14 22 125 6954 313 66 
2009 3032 1121 100 27 25 764 7879 358 91 
2010 4848 1702 147 48 30019 8820 386 114 
2011 6834 2787 233 99 32 394 10 044 465 104 
2012 8768 3220 277 88 36 204 11 401 536 150 
2013 6856 2401 219 94 35 814 11 681 558 142 
2014 6909 2442 270 117 28 101 9970 466 120 
2015 15 279 5421 790 481 29 558 10 578 651 254 


As a percent of abortion-related visits (ICD-9, 630-639), 
visits miscoded for spontaneous abortion treatments (ICD-9, 
634) following a confirmed mifepristone abortion averaged 
approximately 30% between 2003 and 2012 and increased 
between 2013 and 2015, reaching 60.9%. ER visits miscoded 
as treatment for spontaneous abortion as a percent of abortion- 
related visits following a confirmed surgical abortion are a con- 
sistently lower percentage than for those following a chemical 
abortion, peaking at 39% in 2015 (Figure 6). Treatment in the 


ER miscoded as for spontaneous abortion is consistently and 
progressively more likely following a chemical abortion than 
following a surgical abortion. 

All-cause ER visit rates within 30 days of an abortion have 
increased consistently throughout the study period for all types 
of induced abortion. There were 78.4 all-cause visits per 1000 
surgical abortions in 1999 and 357.9 in 2015, an increase of 
356% in the rate. Using 2002 as the initial year with sufficient 
abortion and ER visit counts to calculate a rate, the chemical 
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Figure |. Medicaid abortions (surgical and chemical), 1999-2015, and chemical abortion % total. 
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Figure 2. Emergency room (ER) use following surgical abortion, 1999-2015. 


abortion rate increased from 102.3 in 2002 to 354.8, a rate 
increase of 247%. When the surgical rate increase is calculated 
from 2002 (126.4) and 2015 (357.9), the rate increase is 183%. 
Both the consistent increase in the rate of ER visits per abortion 
procedure and the higher chemical rate relative to the surgical 
rate after 2004 are apparent in Figure 7. 

Abortion-related ER visits (ICD-9 630-639) per abortion 
exhibit a similar upward trend in rates for both surgical and 
chemical abortions, but, beginning in 2002, a growing diver- 
gence by type of abortion is evident. The surgical abortion to 
abortion-related visit rate increases from 5.3 in 2002 to 22.0 
in 2015, an increase of 315%. Chemical abortion visit rates 
during the same period went from 8.5 to 51.7, an increase of 
507% (Figure 8). 

ER visit rates miscoded as for spontaneous abortion (ICD-9 
634) within 30 days of a surgical abortion show a declining 
pattern from a peak of 1.5 in 2000 to a low point of 0.8 in 
2004, a gradual increase between 2.2 and 4.3 from 2005 to 
2014, and a doubling to 8.6 in 2015. By contrast, ER visit 
rates miscoded as for spontaneous abortion treatment follow- 
ing a chemical abortion show a consistent increase from 
8.55 in 2007, the first year ER visits in this category 
reached double digits, to 31.5 in 2015. Between 2007 and 
2015, the ER visit rate miscoded for spontaneous abortion 
increased 244% following surgical abortion and 268% follow- 
ing chemical abortion (Figure 9). Caution previously noted 
regarding the coding and classification of these visits is simi- 
larly warranted here. 
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A summary of the logistic regression analyses is in Table 2. 
All 3 types of ER visits during the study observation period are 
more likely to occur following a chemical abortion than follow- 
ing a surgical abortion: all-cause (OR 1.22, CL 1.19-1.24); 
abortion-related (OR 1.53, CL 1.49-1.58); and spontaneous 
abortion (OR 1.88, CL 1.81-1.96). Prior pregnancy outcomes 
increase the likelihood of any type of subsequent ER visit. 
However, an ER visit is significantly more likely to occur fol- 
lowing a prior chemical abortion than following a prior surgical 
abortion: all-cause (OR 2.54, CL 2.38-2.70 vs OR 1.78, CL 
1.73-1.82); abortion-related (OR 1.80, CL 1.65-1.97 vs OR 
1.35, CL 1.29-1.41); and spontaneous abortion (OR 1.74, CL 
1.54-1.96 vs OR 1.43, CL 1.35-1.52). A prior live birth is a 
lower risk factor for post abortion ER visits than is either a 
chemical or surgical induced abortion: all-cause (OR 1.52, 
CL 1.48-1.56); abortion-related (OR 1.09, CL 1.04-1.15); and 
spontaneous abortion (OR 1.12, CL 1.04-1.20). 

Hispanics are slightly more likely than whites to experience 
any type of post abortion ER visit: all-cause (OR 1.07, CL 
1.05-1.10); abortion-related (OR 1.03, CL 1.00-1.07); and 
spontaneous abortion (OR 1.03, CL 0.98-1.09). Blacks, by con- 
trast, are consistently less likely than whites to experience any 
type of post abortion ER visit: all-cause (OR 0.59, CL 
0.58-0.61); abortion-related (OR 0.68, CL 0.66-0.71); and 
spontaneous abortion (OR 0.72, CL 0.68-0.76). Age at time 
of the abortion and years of Medicaid eligibility are not impor- 
tant risk factors in predicting post abortion emergency room 
use. 
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Figure 3. Emergency room (ER) use following chemical abortion, 1999-2015. 
Discussion increased consistently throughout the study period following 


both types of induced abortion, but the rates for mifepristone 
abortion visits grew faster, especially for abortion-related 
visits. By 2015, mifepristone versus surgical ER rates were: 
all visits (354.8 vs 357.9); miscoded spontaneous abortion 


Regression analysis definitively supports the hypothesis that 
chemical abortion is associated with more frequent emergency 
room visits of all kinds for the entire study period. In addition, 
we found that ER visit rates per 1000 abortion procedures 
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Figure 4. Abortion-related visits as a percent of all emergency room (ER) visits. 
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Figure 5. Miscoded spontaneous abortion visits as a percent of all emergency room (ER) visits. 


(31.5 vs 8.6); and abortion-related (51.7 vs 22.0). The reasons 
for the increasing rate of ER visits following mifepristone abor- 
tions are not readily apparent but may be influenced by mifep- 
ristone abortion providers who are unable or unskilled to handle 
complications after chemical abortions. This finding would be 
consistent with an analysis of FDA Adverse Event Reports 
which showed that abortion providers only managed slightly 
over half of the dilation and curettage procedures (D&Cs) 
required for hemorrhage and retained tissue, and the remainder 
were handled by the emergency room.'! Further research is 
needed to delineate whether there is a difference between ER 
visit utilization after abortions performed by those abortion pro- 
viders untrained in surgical procedures (ie, midwives, advance 
practice clinicians, Family Medicine providers and other types 
of providers). This finding is also of significance when consid- 
ering the implications of removing a requirement for in-person 
medical supervision of mifepristone abortion as is currently 
under consideration by the FDA.” 

These findings are especially consequential because they are 
derived directly from all paid medical claims records, unlike 
most other studies of abortion complications which involve vol- 
untary survey reporting and/or a more limited query of a select 
set of treatment codes. The more comprehensive examination of 
all ER codes associated with confirmed abortion events under- 
taken in this research requires reconsideration of previous find- 
ings which now appear to have understated the full range of 
risks associated with abortion. For example, previous research 
on only fee-for-service California Medicaid beneficiaries and 
using only a single code (ICD-9 635.xx) in 2009 to 2010 con- 
cluded that 6.4% of all abortions were followed by any ER visit 
within 6 weeks and 0.87% were followed by an abortion-related 
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visit.'* Results of our research summarized for the same 2 years 
found 4.8 times (30.7%) the number of total ER visits and 1.8 
times (1.56%) the number of abortion-related visits within our 
shorter 30-day postabortion observation period. We were able 
to detect this more accurate number of complications because 
the women were included in our study based on a CPT code 
payment for mifepristone abortion, thus eliminating the need 
for the treating physician to recognize a complication from a 
chemical abortion. 

The finding that many ER visits following known induced 
abortions are misclassified as postmiscarriage complications is 
particularly noteworthy. Abortion studies in the United States 
consistently report lower postabortion complication rates than 
are documented in the international scientific literature. There 
are likely multiple reasons for this discrepancy, but among 
them are the miscoding of abortion-related complications by 
the provider and the nondisclosure of prior abortion history 
by the patient. Women obtaining chemical abortions must 
sign a patient agreement indicating they will bring with 
them the mifepristone medication guide if seeking emergency 
care, but some abortion advocates encourage women to with- 
hold information if seeking treatment for an adverse 
event.'*!> Our study demonstrated ER visits misclassified or 
miscoded as spontaneous abortion grew for both types of 
induced abortion, reaching 39% of abortion-related visits fol- 
lowing surgical abortion and 60.9% of visits following chem- 
ical abortion in 2015. These mifepristone abortion 
complications would have been invisible to previous research- 
ers, resulting in a large underestimation of actual mifepristone 
abortion complications. Our more accurate estimation has sig- 
nificant implications for the evaluation of risks communicated 
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Figure 6. Miscoded spontaneous abortion visits as a percent of abortion-related emergency room (ER) visits. 


to women in the process of informed consent prior to abor- 
tion, as well as in policy making regarding mifepristone 
abortion. 

Consistent with CDC reports, we found the percentage of 
abortions performed by means of mifepristone and misoprostol 
increased from 4.4% of total abortions in 2002 to 34.1% in 
2015. Similarly, ER visits following mifepristone abortion 
grew from 3.6% of all postabortion visits in 2002 to 33.9% of 
all postabortion visits in 2015. The trend toward increasing use 
of mifepristone abortion requires all concerned with health 


care utilization to carefully follow the ramifications of ER 
utilization. 

There are limitations related to the use of Medicaid claims 
data. Medicaid-eligible beneficiaries are by definition finan- 
cially disadvantaged and are not representative of all women 
experiencing abortion. Conversely, a data set composed entirely 
of low-income women may also be considered an advantage 
since results are unlikely to be explained by differences in 
income or other factors strongly associated with income. The 
lower risk of any ER visit following induced abortion among 
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Figure 7. Total emergency room (ER) visits per 1000 abortions. 
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Figure 8. Miscoded spontaneous abortion emergency room (ER) visits per 1000 abortions. 


Black women suggests that a more granular analysis of the 
influence of race is warranted. Services received by eligible 
women but paid by another source (eg, out of pocket) are not 
included in the claims data. Services received when the 
women were not eligible are similarly not included. 


Administrative data are also subject to limitations regarding 
coding errors, inconsistent coding, and the exclusion of codes 
considered nonessential for billing.'*'” There are inconsisten- 
cies in coding which may vary state by state. Our data extrac- 
tion protocol required both an ICD code and CPT code to 
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Figure 9. Abortion-related emergency room (ER) visits per 1000 abortions. 
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Table 2. Logistic Regression Odds Ratio Estimates (OR) and (Wald) 
Confidence Limits (CLs). 


Abortion- Spontaneous 
Any ER Visit Related Visit Abortion Visit 
95% 95% 95% 
OR CLs OR CLs OR CLs 
Chemical 1.22 1.19to 1.53  149to 1.88 1.81 to 
versus 1.24 1.58 1.96 
Surgical 
Abortion 
Race 
Black versus 0.59 0.58to 0.68 0.66to 0.72 0.68 to 
White 0.61 0.71 0.76 
Hispanic 1.07 1.05to 1.03 1.00to 1.03 0.98 to 
versus 1.10 1.07 1.09 
White 
Other 0.91 089to 088 085to 085 0.81 to 
versus 0.93 0.91 0.89 
White 
Pregnancy 365 d prior versus no 
Prior 1.78 1.73to 1.35 L29to 1.43  1.35to 
surgical 1.82 1.41 1.52 
abortion 
Prior 254 238to 180 1.65to 1.74 1.54to 
chemical 2.70 1.97 1.96 
abortion 
Prior live 1.52 148to 1.09 1.04to 1.12 1.04to 
birth 1.56 115s 1.20 
Age 0.993 0.992 1.003 1.001 1.000 0.997 
to to to 
0.994 1.004 1.003 
Months 1.008 1.007 1.006 1.005 1.006 1.006 
Medicaid to to to 
Eligibility 1.008 1.007 1.006 


identify beneficiaries who had an induced abortion. To the 
extent that some states or individual providers do not code an 
abortion with an ICD code, our study population may under- 
count the number of abortions. This undercount would likely 
be due to a random variation in coding protocols and is unlikely 
to affect the trends related in our findings. 

In summary, mifepristone abortion is consistently and 
progressively associated with increased morbidity in the 
form of postabortion emergency room utilization among 
the population of women with publicly funded abortions. 
The determination of the causes and potential means of pre- 
vention for this burden of illness should have the highest pri- 
ority of our health agencies and elected officials. Additional 
research is necessary to investigate the prevalence and type 
of effects beyond 30 days. 
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ABSTRACT 
One out of four women in the United States will have an abortion by age 45. While abortion rates are 
steadily declining in the United States, the rate of medication abortions continues to increase, with 39% 
of all abortions being medication abortions. Our study is one of the first to analyze women’s narratives 
after having had a medication abortion. Using relational dialectics theory, we conducted a case study of 
the nonpartisan website, Abortion Changes You. Our contrapuntal analysis rendered four sites of 
dialectical tension found across women’s blog posts: only choice vs. other alternatives, unprepared vs. 
knowledgeable, relief vs. regret, and silence vs. openness. Each site of struggle characterized a different 
noteworthy moment within a woman's medication abortion experience: the decision, the medication 
abortion process, identity after abortion, and managing the stigmatizing silence before and after the 
abortion. We discuss theoretical and practical implications about how the larger politicized discourses 
prevalent within the abortion debate impact the liminality of women who are contemplating 
a medication abortion and affect their own narrative construction about the medication abortion 


experience. 


One out of four women will undergo an abortion procedure 
in the United States by age 45 (R. K. Jones & Jerman, 2017), 
and 862, 320 reported abortions occur each year (Jones et al., 
2019). Despite its frequency, abortion remains a highly con- 
tested and stigmatized biopolitical public health issue in the 
United States (Altshuler et al., 2017). The historic Roe v. Wade 
case has resulted in two nationalized political movements - 
Right to Life and Right to Choice - that have juxtaposed 
stances on the legality of abortion. However, the stigma and 
shame associated with abortion precede and transcend this 
historic case. Stormer (2010) concluded that a collective mem- 
ory of secrets and shame has characterized the topic of abor- 
tion since Planned Parenthood’s 1955 conference, “Abortion 
in the United States”. 

While abortion rates are steadily declining in the U.S. 
(Jones et al., 2019), the rate of medication abortions continues 
to increase. In 2000, the U.S. Food and Drug Administration 
(EDA) approved mifepristone to be used in combination with 
misoprostol as a form of medication abortion. Since then, the 
annual number of medication abortions has risen steadily: less 
than 6% of all abortions in 2001 to 39% of all abortions in 
2017 (Jones et al., 2019, 2008). Between 2014-2017, the num- 
ber of medication abortions provided at facilities other than 
hospitals increased by 25% (Jones et al., 2019). Presently, over 
one-third of all reported abortions in the U.S. are medication 
abortions (Jones et al., 2019). In 2016, the FDA protocol 
expanded provider eligibility for dispensing mifepristone to 
women. Thus, abortion provision is transitioning from for- 
malized medical procedures conducted in health care settings 


to a protocol where most of the abortion occurs individually 
at home with limited clinician assistance (Biggs et al., 2019). 
Given the privatization of abortion provision, research is 
needed to examine the distinct experiences of women who 
have undergone this type of abortion. After all, researchers 
have found that women often elect to have a medication 
abortion over a surgical abortion because of more privacy, 
convenience, and the perception of having more control 
(Newton et al, 2016). However, medication abortion has 
been found to have a higher complication rate that results in 
more emergency department visits post-medication abortion 
compared to post-surgical abortion (Upadhyay et al., 2015). 
Medication abortion practices in the U.S. adhere to the 
following evidence-based guidelines: using mifepristone in 
combination with a prostaglandin to carry success rates up 
to 99% for early pregnancy termination with rare occurrence 
of serious adverse events. However, the focus of this research 
is on successful terminations, increases in abortion access, and 
reductions of in-person clinic visits (H. E. Jones et al., 2017). 
There remains a dearth of research, particularly in the US., 
that examines women’s personal experiences with having this 
type of abortion procedure (e.g., acknowledging their emo- 
tions, understanding their self-efficacy with completing the 
abortion at home, being aware of whether they are adequately 
informed about the process). To our knowledge, the only 
study is from Sweden; researchers used semi-structured tele- 
phone interviews with 119 women who had a medication 
abortion (Hedqvist et al., 2016). They found that almost half 
(43%) experienced more bleeding than expected, and one- 
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fourth (26%) bled for more than four weeks. In addition, one- 
third (34%) stated that they received insufficient information 
about what to expect. Women who had never had an abortion 
nor had gone through childbirth were more likely to feel 
misinformed. 

Scholars know that the medication abortion process is 
distinct from surgical abortions, with the features of medica- 
tion abortion (e.g,, lack of medical presence, time required for 
abortion completion, personal experiences with pain and 
bleeding) influencing women’s perception and satisfaction 
(Newton et al., 2016). Yet, this research on women’s satisfac- 
tion with medication abortion is often conflicting (Kimport 
et al, 2012) and limited (Hedqvist et al., 2016). Given that 
women increasingly prefer medication abortion over surgical 
abortion (Newton et al., 2016), the need for studying women’s 
experiences post-medication abortion becomes imperative. 


Importance of analyzing unsolicited blogging narratives 
about one’s abortion 


To understand women’s medication abortion experiences, it is 
important to study platforms where women engage in unsoli- 
cited talk. Unsolicited talk is ideal for collecting formative 
research that can be studied to explore individual and cultural 
experiences (Baxter, 2011). First, the audience of these texts is 
a “generalized other” (Mead, 1982), or culture, rather than 
a specific individual with whom the author has a relationship 
(Langellier & Peterson, 2004). The absence of a specific audi- 
ence encourages narrators to provide an unadulterated account 
of their experience, rather than tailor their story to specific 
individuals (e.g., a friend who has had a certain stance on the 
abortion issue). Similarly, anonymity allows for potentially 
muted or stigmatized groups to post information without fear 
of sanctioning, In a culture where abortion remains highly 
contested and talk about having had an abortion is often 
muted or stigmatized (Altshuler et al., 2017), it is likely that 
women may prefer to self-disclose their medication abortion 
experiences online rather than via face-to-face channels. 
Furthermore, because women traditionally constitute a co- 
culture who have historically been muted and must strategically 
use communication to participate in a dominant patriarchal 
society (M. Orbe, 2005; M. P. Orbe, 1998), scholars must study 
platforms where women are sharing unsolicited stories in back- 
channel outlets (e.g, online blogs). 


Online blogs as a platform for unsolicited talk 

One backchannel platform of unsolicited talk is online blogs. 
Blogs provide a computer-mediated platform where people 
can self-disclose their personal thoughts, feelings, and experi- 
ences to others online. The proliferation of blogs in the last 
decade has transformed the way that we, as a society, “share, 
create, and curate information with individuals and commu- 
nities” (Becker & Freburg, 2014, p. 415). Blogs often resemble 
online personal journal entries that enable writers to freely 
express themselves in ways that may be less face-threatening 
or stigmatizing (M. Jones & Alony, 2008). One of the many 
applications and uses of blogs is to share experiences and 
events through storytelling. 
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Relational Dialectics Theory (RDT) 

Because talking about one’s abortion experience remains stig- 
matized and muted (Cockrill & Nack, 2013), examining 
women’s stories after having had a medication abortion may 
illuminate the competing discourses surrounding this debated 
moral and social issue (e.g., largely evident in the two polar- 
ized movements: Right to Choice v. Right to Life), as well as 
some of the larger dominant discourses from the polarized 
political movements that influence how women tell their own 
medication abortion story. Given this goal, RDT (Baxter, 
2011) is a relevant framework to assess the competing cultural 
norms and expectations, which are also referred to as dis- 
courses. At any given moment, discourses may be dominant/ 
centripetal or marginalized/centrifugal (ie., anything that 
deviates from the dominant discourse). Scholars use RDT as 
a framework to examine the interplay between certain dis- 
courses that then construct social meaning and reality for 
individuals. Within the theory, there are four types of utter- 
ances (ie., speaking chains) from which dialectical tensions 
(ie, centripetal vs. centrifugal) may stem: distal already- 
spokens — utterances reflecting the cultural meaning and dis- 
courses that cultural members give voice to in their talk; 
proximal already-spokens — utterances conveying past mean- 
ings and discourses within a given relationship; proximal not- 
yet-spokens - immediate response from the hearer in the 
interaction; and distal not-yet-spokens — anticipated responses 
of a generalized other within the culture. The purpose of this 
paper is to examine how, if at all, these four types of utterance 
chains are present within women’s medication abortion 
narratives. 

A second aspect of RDT (Baxter, 2011) is to understand 
how social reality is created discursively through power. 
Power is located in the struggle between marginalized/centri- 
fugal and dominant/centripetal discourses. There are three 
ways that power can be located within discourses: diachronic 
separation, synchronic interplay, and discursive transforma- 
tion, Diachronic separation occurs when discourses emerge in 
different texts or locations. Synchronic interplay is when dis- 
courses negate (total rejection of a competing discourse), 
counter (offer limited legitimacy to a discourse), and/or enter- 
tain (consider multiple worldviews/discourses or general 
ambivalence toward discourses) one another. Finally, discur- 
sive transformations occur when the interplay of competing 
discourses creates new meanings rather than remaining in 
opposition to one another (Baxter, 2011). This current study 
will focus on examining the synchronic interplay among the 
centripetal and centrifugal discourses. 


A case study of women who have experienced medication 
abortion 


To analyze women’s personal narratives and the larger dis- 
courses influencing their talk about their own medication 
abortion, we conducted a case study of the website www. 
abortionchangesyou.com. We selected this website for sev- 
eral reasons: it is not openly politicized, bloggers do not 
interact with others, bloggers post anonymously, bloggers 
do not need to create an account in order to post, and the 


platform is a space for unsolicited stories with no reward or 
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compensation to those who post. Furthermore, from 
a strategic storytelling standpoint (Tyler, 2007), it is impor- 
tant to study women’s blogs from an organization that 
recognizes and respects each woman’s individual narrative, 
as opposed to propagating narratives that openly align with 
the agenda of only one political movement. The woman 
who created this website has had an abortion herself and 
openly shares this information on the “About Us” page. The 
naming of her own abortion experience grounds co-cultural 
theorizing (M. Orbe, 2005; M. P. Orbe, 1998) such that 
other women who feel muted may be empowered and cap- 
able of finding similar language strategies. 

In this case study, we explore the complexity and conse- 
quentiality of women’s language choices with anonymously 
telling their own medication abortion story, as well as offer 
the potential to capture the interplay of individual, organiza- 
tional, and social discourses surrounding the abortion debate. 
The current divisiveness surrounding the socio-political cli- 
mate in the U.S. about abortion provides further exigency and 
credence for this research. Our critical analysis is rooted in the 
interpretive paradigm with the purpose of explaining, describ- 
ing, and illustrating the stories that women share on this 
website (Tracy, 2013). The following research questions 
guide our iterative analysis: 


RQI: What topics are women disclosing to the “generalized 
other” in their blog? 


RQ2: What (if any) sites of struggle characterize women’s 
abortion narrative? 


Methods 


We conducted a case study approach (Arden Ford et al., 2014) 
of one website, www.abortionchangesyou.com. Case studies 
are a contextual examination used to understand 
a phenomenon within a particular context “and with respect 
to multiple perspectives within that context” (Arden Ford 
et al., 2014, p. 118). By employing a case study approach, we 
were able to draw on multiple perspectives (e.g., 98 different 
blog stories) that were rooted in a specific context. This 
methodological choice is common in other communication 
research, where the unit of analysis is an organization and the 
goals are to provide an in-depth understanding of the unique 
particulars and complexities of the case within a larger social 
context (Norander & Brandhorst, 2017). 

Our case study included 98 blogs from women who have 
had a medication abortion and shared their story on the 
website. We included all blogs posted between 
October 2007 - February 2018. This date range reflects the 
time period between the submission of the first medication 
abortion blog on the website in 2007, and the point at which 
we extracted our data for analysis in 2018. Women’s blogs 
ranged in length from one paragraph to three pages of text, 
single-spaced (the average number of words for the 98 blogs 
was 655 words). All 98 blogs included content about one’s 
own medication abortion; the vast majority (91 women; 93%) 
also discussed the events and emotions experienced before 
and after their medication abortion. 
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Data analysis and synthesis 


The case study approach allows for different data analysis 
strategies (Norander & Brandhorst, 2017). Because the pur- 
pose of our case study is to develop a thick description of the 
case, using an interpretive analytic strategy is most prudent. 
We selected Baxter's (2011) contrapuntal analysis to study the 
meanings circulating around individual and relational identi- 
ties evidenced within the language choices of the women 
blogging about their own medication abortion. Given the 
larger competing discourses about the legality of abortion in 
the U.S., we felt that the struggle of competing and contra- 
dictory discourses would likely be apparent in women’s per- 
sonal blogging narratives. Further, contrapuntal analysis 
(Baxter, 2011) offered a critical perspective to our analysis as 
we studied the voices of marginalized women (e.g. women 
who have had a medication abortion) whose perspectives are 
often muted and stigmatized in society. 

To understand the competing discourses and how meaning 
was constructed through their interplay, we conducted the 
first stages of thematic analysis to identify the discourses 
evident within each blog post (Braun & Clarke, 2006). This 
process required the three coders to independently familiarize 
themselves with the entire data set: reading the blogs several 
times and conducting line-by-line coding that captured the 
essence of the story in each line. Many of the inductive 
analytic codes applied to the text were descriptive (e.g., uncer- 
tainty; not ready), process (e.g., discovering pregnancy, taking 
the pills), or in vivo codes (e.g., wanted baby; alone; Saldatia, 
2013). The coders met regularly for five months to discuss the 
codes independently applied to each blog post. During this 
time, codes emerged into themes as processes were identified 
in the data and repetitively noticed by all three coders (e.g 
changing self perception, silence, responsibility, good parent- 
ing). Discrepancies in coding were discussed during coding 
meetings and resolved through group consensus (Strauss & 
Corbin, 1990). 

During the third and fourth months of data analysis, we went 
back to the data set to identify where discourses competed (e.g., 
culpability; justification). Here, we paid particular attention to 
where the bloggers used instances of negating (e.g, claiming 
another discourse as irrelevant or rejecting it), countering (e.g., 
offering a particular discursive position in replacement of 
another), and entertaining (eg, not completely rejecting 
a discourse, but instead noting the potential possibilities with 
different discourses; Baxter, 2011). Women used negating when 
saying, “can’t,” “not,” “couldn't,” and “never.” Examples of 
countering were most apparent when women used the word 
“put.” Entertaining often occurred when women used the 
words “possibility” and “could have.” Finally, we identified 
where and how competing discourses interpenetrated (Baxter, 
2011). Dialogically contractive discursive practices are silenced 
discourses. Examples of these discursive practices included 
negating talk, such as: “can’t talk about the abortion,” or “there 
was no other choice.” In contrast, dialogically expansive discur- 
sive practices are discourses that are encouraged and amplified. 
Women used these discourses when saying things like: “I don’t 
want the procedure, but I don’t want the baby” or “hoping for 
a brighter future now that it is over.” 
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Data were analyzed until the point of theoretical saturation 
(ie., no new thematic categories were present in the blog 
posts; Strauss & Corbin, 1990), which occurred after the 54° 
blog post. However, we continued to analyze the remaining 
blog posts in an effort to verify that our analysis of the 
discourses evident in the 54 posts accurately reflected all of 
the posts within the entire data set. Further, we wanted to 
extract the best exemplars from the entire case study and 
desired that quotations within all posts be considered for 
representation. Clear and concise exemplars of competing 
discourses within women’s narratives were then selected and 
agreed upon by all coders. 


Trustworthiness and rigor 


Evaluation of the quality of case study research should be 
determined by criteria associated within the naturalistic para- 
digm (Arden Ford et al., 2014). Trustworthiness is the criter- 
ion that assesses the credibility, transferability, dependability, 
and confirmability of the data collection and analysis pro- 
cesses (Lincoln & Guba, 1985). We upheld these principles 
when conducting this study by beginning with a careful 
design that clearly defined its purpose, research questions, 
and notion of “boundedness” (ie., establishing the limits 
and context of the case; Arden Ford et al, 2014). Second, 
we spent sufficient time developing and analyzing the case: 
our analysis transpired over five months. Third, we upheld the 
principles of reflexivity by using inductive coding for all blog 
posts and writing individual and group memos throughout 
the entire coding process as a way to remain transparent and 
keep a data audit. Fourth, we had a team of three female 
coders, which allowed for the presence of multiple feminine 
perspectives. 


Findings 


Our research questions focused on the topics that women 
discussed in their personal online blogging narrative posted 
to www.abortionchangesyou.com (RQ1), and what (if any) 
sites of struggle were evident in these narratives (RQ2). Our 
contrapuntal analysis (Baxter, 2011) rendered four sites of 
dialectical tension: only choice vs. other alternatives, unpre- 
pared vs. knowledgeable, relief vs. regret, and silence vs. 
openness. Each site of struggle characterized a different 
noteworthy moment within a woman’s medication abortion 
experience: the decision, the medication abortion process, 
identity after the abortion, and managing the stigmatizing 
silence before and after the abortion. When recounting their 
decision to have an abortion, women referenced the struggle 
of only choice vs. other alternatives. As women discussed the 
medication abortion process, the competing discourse of 
unprepared vs. knowledgeable was evidenced. Women’s nar- 
ratives about their identity after the abortion indicated the 
dialectical struggle of relief vs. regret. Finally, the challenges 
with managing the tension between silence vs. openness 
pervaded women’s narratives. Below we discuss each site 
of struggle using exemplar quotes from women’s blogs. 
Quotes were not edited from their original post. 
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The decision: Only choice vs. other alternatives 


Part of women’s narratives included a detailed account of 
their decision to have a medication abortion. This decision 
was described as being rife with contradiction, and not 
a flippant choice. Women enumerated various reasons that 
were influential in their decision-making process: bad tim- 
ing, financial instability, relationship problems, lack of 
family support, not married, too young, too many other 
children, not prepared to be a parent yet, and/or best deci- 
sion given the circumstances. After stating one of the afore- 
mentioned reasons, 92 women (94%) also explained that 
abortion was the only or best option given the circum- 
stances. For example, one woman said: “I felt the child 
growing inside of me. I was rubbing my stomach without 
me even knowing. I felt the doubt in my heart, but kept 
telling myself this is the best decision I needed to make” 
(6-18-17). A different woman recounted: 


“I always leaned more towards keeping the baby and my boy- 
friend more towards abortion. I knew I could have the baby but it 
would be difficult. We both work jobs that barely pay over mini- 
mum wage and we both were scared to grow up and care for 
a child” (10-24-17). 


Collectively, these exemplars illustrate how any possibility of 
keeping the baby was negated by one of the reasons that 
warranted the need for having a medication abortion. Many 
of the reasons women cited for choosing abortion align with 
the discourses from the Right to Choice movement: “A preg- 
nancy to a woman is perhaps one of the most determinative 
aspects of her life. It disrupts her body. It disrupts her educa- 
tion. It disrupts her employment. And it often disrupts her 
entire family life” (Roe v. Wade). 

However, the decision to have a medication abortion was 
not always independently made by the woman. In fact, 52 
women (53%) reported that the father to their child or other 
family members (e.g., parents) negated women’s own desires 
to keep the baby. For example, one woman said: 


“I remember my husband telling me, ‘well, don’t expect me to be too 
happy with the idea of having it if you decide to keep it. I won't be 
too loving.’ That was a knife through my heart and I made the tough 
decision to go through with the abortion” (7-6-12). 


Other family members also influenced women’s medication 
abortion decision, albeit her own desires to keep her baby: 


“But my father on the other hand was a different story. He is an 
old school Puerto Rican who told me that I had to leave if I kept 
the baby. I had 2 weeks to get an abortion or else he would disown 
me forever” (3-8-2018). 


In both accounts, women communicated their personal 
choice to have their baby; yet, their choice was negated by 
family and friends who advocated that abortion was neces- 
sary. Centrifugal discourses about others influencing or pres- 
suring women to have an abortion are marginalized 
discourses. 

Finally, when making their decision, 48 women (49%) 
reported vacillating between keeping their baby and having 
a medication abortion. Ultimately, outside circumstances or 
other people influenced their decision to abort. As mentioned 


earlier, 92 women (94%) shared that abortion was the best or 
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only option available given the circumstances. In many of 
these narratives, women did not believe nor realize that 
other alternatives, besides abortion, were tenable options 
until after having the abortion. For instance, one woman said: 


“They all tell you ‘it’s your choice’ in the moment, but you don’t 
feel that it is. Being unable to afford it, unable to tell your loved 
ones, not having the help or feeling unable to support a child. 
When your partner doesn’t want it like you do. All these things 
push you, blind you to a decision that you don’t realize will 
destroy you” (8-23-17). 


Similarly, another woman recounted: “I was kind of excited 
but I was so scared to tell my family .... I told my mom and 
her first response was I hope you're getting an abortion. 
You're going to be a terrible mom” (11-5-17). Both exemplars 
illustrate the distal and proximal already-spoken discourses 
that influenced each woman’s decision to have a medication 
abortion. Ultimately, these centripetal discourses (coming 
from society, the pro-choice movement, other people in 
their lives, or their own fears) negated the centrifugal dis- 
course that other alternatives (adoption or keeping their baby) 
were justifiable options available to them. 


The medication abortion process: Unprepared vs. 
knowledgeable 


Medication abortions where women undergo most of the 
process individually at home with limited assistance from 
a medical provider are becoming more commonplace (Biggs 
et al, 2019; H. E. Jones et al., 2017). While this process is 
generally reported to be safe and adhere to evidence-based 
guidelines (H. E. Jones et al., 2017), little is known about 
women’s personal experiences with having this type of abor- 
tion, All women in this case study reported having had 
a medication abortion. Forty-eight women (49%) provided 
detailed accounts of their actual medication abortion experi- 
ence at home. Women said things like: “I felt her come out” 
(1-8-16). Some women detailed the hardships of this process 
by saying: “I was in so much pain on the bathroom floor” 
(3-15-18); “the pills made me vomit, lose control of my 
bowels, sweat, faint, pass out, and go into full labor” (10- 
9-09); and “I lay on my bed in the fetal position, holding 
my stomach” (9-5-15). Other women did not self-report such 
negative experiences: “The actual process of taking the pill 
was frightening but not as bad as I imagined” (9-8-15) and “I 
just popped some pills and got a period” (7-1-15). 

In analyzing women’s talk about the medication abortion 
process, a second site of struggle was identified: knowledgeable 
vs. unprepared. In this struggle, women discussed how they 
were told certain information about the medication abortion 
process (e.g., when to take the pills, what the pills do, the need 
to contact a provider if complications arise), but ultimately 
this information was insufficient, limited, or misleading. 
Fourteen women (14%) reported being inadequately prepared 
about what to expect during the medication abortion process. 
For example, one woman said: 


“They lied to me and said they would give me some pills that 
would make it just like a late period with a little cramping ... The 
pain of the contractions was so intense | felt like my intestines 
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were pulled out slowly. I collapsed screaming on my bathroom 
floor, sweat, tears, blood, vomit, and shit all over me” (10-9-09). 


Similarly, a different woman recounted: 


“They told me, if you by chance are in pain you can take these 
pain relievers. If by chance I’m in pain? That sounded like the 
process would be easy and not so painful. Well NO that was not 
the case, within 30 minutes I felt really bad cramping. It just kept 
getting worse and worse. I was crying and moaning from the pain. 
I literally thought I was dying” (9-2-17). 


In both instances, women’s personal abortion experiences did 
not align with the proximal-already-spoken messages (e.g, 
“it’s just a pill”) that they were told by their medical providers. 

When women’s personal experiences contradicted what 
they were originally told by health care providers, family, or 
friends women felt deceived. One woman communicated her 
frustration by saying: “They told me it wouldn’t hurt and 
I wouldn’t feel a thing. THAT WAS SUCH A LIE. I felt 
everything, I heard everything, I seen everything. I ended up 
blacking out from the pain and puking all over myself” (11- 
5-17). Similarly, another woman said: 


“We were told we would go back to normal and it won't affect us 
but they were wrong!!! All I feel is emptiness and hatred. I used to 
be the happiest most positive girl. All I want is to take it back” 
(12-15-14). 


Even if women did not explicitly report feeling deceived, 
many women stated that they were inadequately prepared 
about what to expect. For instance, one woman said: “I 
knew to expect blood clotting, but nothing could’ve prepared 
me for seeing her body. It was the color of my own skin, and 
was actually starting to look like a person” (1-8-16). Within 
women’s narratives, they expressed a desire for more detailed 
information about things such as: potential side effects, the 
intensity of cramping and bleeding, what to do after passing 
the baby, and potential negative emotions (e.g, fear, uncer- 
tainty, sadness, pain) felt after the abortion. When this com- 
prehensive information was not communicated to them prior 
to taking the pills at home, women reported feeling misled, 
misinformed, and even deceived. These types of experiences 
and feelings after having had a medication abortion remain 
centrifugal discourses that are muted within the abortion 
debate. 


Identity after medication abortion: Relief vs. regret 


A third site of dialectical struggle was found in women’s talk 
about their identity after the medication abortion. Most 
women (N = 81; 83%) reported that their medication abortion 
changed them, which is not surprising given the name of the 
website: Abortion Changes You. Of noteworthy significance is 
understanding how women talked about these changes and 
the tension evident in this part of their narrative. Of the 81 
women (83%) who stated feeling changed after their medica- 
tion abortion, 75 women (77%) reported being changed in 
a negative way. Here, women said things like: “I really thought 
that I could somehow go back to the way things were before 
finding out I was pregnant. But I cannot. I am not the same 
person, and my husband is certainly not the same either” 


(7-11-11). Negative changes often occurred when women’s 
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actual abortion experience did not align with their precon- 
ceived ideas about what to expect. These ideas were informed 
by larger discourses from society, as well as messages from 
others (e.g, health care providers). Three women indicated 
a positive change after their abortion by noting something 
like: 


“Abortion did change my life ... As soon as the stomach cramps 
(only slightly worse than regular menstrual pains) went away, 
I felt like a whole new person. I couldn’t believe how much energy 
Thad again. It was like waking out of a deep depression” (7-1-15). 


Positive changes were denoted by experiencing an initial sense 
of relief with no longer being pregnant. Finally, three women 
were ambivalent or didn’t report their change as positive or 
negative. One woman said: “I truly believe there is no right 
and wrong with this situation, it is a life changer but it’s your 
choice” (9-7-10). 

Women discussed various issues when talking about 
change: impact on their emotional health as a result of the 
abortion, differences in their relationship with their partner/ 
spouse, and new perspectives on their general views of abor- 
tion, However, conflicting emotions were evident across all 
women’s blog posts. For instance, one woman said: 


“I went home and confessed to my mother ... She helped pull the 
gigantic blood clots from my body ... No one told me it would be 
like this; the clinic simply gave me what I asked for without telling 
me what it entailed” (7-20-16). 


Similarly, another woman recounted: “I thought maybe after 
the due date I would feel better, but it doesn’t end there. It 
NEVER ends! The pain and emptiness stays there forever” 
(4-30-17). In these different accounts, the women alluded to 
their initial expectations of what the medication abortion 
would entail or what others told them would happen after 
their abortion. When a woman’s actual medication abortion 
experience did not align with these messages, women felt 
disempowered, vulnerable, lost, upset, and sometimes 
deceived. 

When discussing the changes experienced after the abor- 
tion, many women talked about emotional changes. One 
woman said: 


“At first it all seemed like a weight had been lifted and everything 
was okay then I started to feel really sad and low and now all I do 
is think about how many weeks pregnant I would have been and 
what my baby would look like and I miss so much” (4-26-10). 


As mentioned, processing one’s abortion experience was emo- 
tional and took time. Some women wrestled with experiencing 
negative and difficult emotions after having their abortion. In 
fact, 37 women (38%) explicitly stated problems with anxiety, 
depression, drug abuse, and suicidal thoughts as a result of the 
abortion. For example, one woman said: “I am haunted by the 
image of my tiny baby. I always will be. I cut myself and even 
wanted to die” (3-22-13). Another woman recounted: “Looking 
at my kids thinking of another beautiful child. Couldn’t live 
with myself, Wishing God would take my life” (12-16-11). 
Collectively, these exemplars illustrate women’s emotional 
changes about processing of their medication abortion. 
Finally, 75 women (77%) explicitly stated that they 
regretted their decision to have an abortion. However, the 
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term regret was rife with contradiction and also included 
talk about initial relief, For instance, one woman said: “I 
know I did the right thing for myself and it would be a lot 
harder for me right now. But I still would give anything to go 
back in time and keep my baby” (11-19-12). Regret was 
regarded as a process that was realized over time and through 
one’s life experience. One woman stated: “Had I known how 
badly I would feel now, I would have kept the baby, even if 
I had to go through it alone” (10-21-15). Another woman 
elaborated upon this process by saying: 


“Knowing what I know now at almost a year later I would not 
have the abortion. That was my child and I should have done 
what I needed to do to give them a great life. I thought I had no 
options but I did. I should have put my child first. No matter how 
early the abortion is its still a growing life and i wish i had done 
things differently” (4-30-17). 


In both accounts, women defined regret as the emotional 
pain, suffering, remorse, and guilt felt after the medication 
abortion. Yet, these emotions were often coupled with initial 
feelings of relief from no longer being pregnant. In sum, the 
decision to have a medication abortion was significant, trans- 
formative, and lifechanging for these women. One woman 
noted this change by saying: “From the outside, our life 
looks exactly the same as it would have. But on the inside, 
everything has changed for me” (10-21-15). Collectively, these 
accounts expose how the different emotional changes resulted 
in a lived, dialectical tension between their life before the 
abortion and their life after the abortion. 


Managing the comprehensive stigmatizing silence: 
Silence vs. openness 


Across women’s narratives, there existed an overarching dia- 
lectical tension of silence vs. openness, which was difficult for 
many women to manage when interacting with others. In this 
struggle, women shared how their medication abortion was 
often a solo, private experience that was not openly shared 
with others. Many women decided not to inform certain 
family members about their pregnancy and abortion. 
Women noted feelings of shame, embarrassment, worry, or 
fear as some of the reasons for not telling others. Along with 
stating these emotions, women said things like: “I never told 
the father and I don’t intend to” (8-4-17); “I don’t know if 
I will ever tell my husband and children about what I did” 
(2-11-12); or “I couldn’t talk to my family” (3-16-17). The 
initial decision to remain silent made it difficult to talk openly 
with others about their feelings and experiences after their 
medication abortion. Silence was also experienced in other 
ways: one woman was glad she was home alone during her 
abortion so no one could hear her, while a different woman 
left the abortion clinic and began crying and said, “why is 
there so much silence here?” as she was taking her pill alone 
in her bathroom at home. 

Even if women did allow certain family members to 
become privy to their abortion decision, openly discussing 
their feelings after the abortion remained difficult. When 
talking with others, one woman said: “I love my husband 


but it is beyond difficult for me to talk to him about this, 
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because I know he wants nothing more than to just move on 
from this” (4-28-18). A different woman recounted: “My 
close friends know here but I don’t really feel I can talk to 
them about it. I don’t feel like i can talk to anyone about it” 
(2-9-13), Despite these women’s desires to talk about their 
abortion, others (e.g. the baby’s father, their husband, 
family members) refused to engage in conversation with 
them. As a result, women said things like: “I feel like 
I have no one to speak to about it since he doesn’t think 
about it the way I do” (9-8-15), and “I try to talk about it 
with my family and the baby’s dad but they all tell me it’s in 
the past” (10-28-17). 

Oftentimes, certain dates (such as their child’s due date) or 
friends with other babies who are of similar age to their 
“would-have-been child” led to triggering events where 
women desired to express their feelings with others, but felt 
like they couldn’t talk openly. For instance, one woman said: 
“But I haven't really been able to share the true regret and 
near constant jealously of my loved ones engagements or 
pregnancies” (11-21-16). Another woman stated: “I knew 
I had to have an abortion, but these feelings I have right 
now I never imagined I'd have. I don’t want to go out, 
I don’t want to tell anyone, all I feel like doing is crying” 
(7-8-18). Thus, the isolation and silence leading up to her own 
medication abortion continued to pervade after the abortion, 
creating additional communication challenges with freely 
expressing her emotions with family and friends. 

Silence was often described as being frustrating and chal- 
lenging. In fact, 59 women (60%) reported feelings of isolation 
and alienation. As a result, some women personally attacked 
themselves. For example, one woman said: “I feel like I'm 
living a lie I get up get ready for work get my family up like 
normal the days go on like normal but I’m not normal I killed 
my baby I’m a monster!!” (3-14-17). Similarly, a different 
woman wrote: “As a mom I feel like a monster and I have 
to act like nothing happened” (4-18-17). These demeaning 
language choices (e.g, monster, killer) are present in the 
distal-already-spoken societal discourses about abortion. 
Women’s awareness of these larger discourses led some 
women to write about their intentional use of selective lan- 
guage choices when talking about their abortion with others. 
One woman shared: “I tried to find an OBGYN that could see 
me ASAP. I went in and told them I had a miscarriage 
because I was ashamed of the truth of what I did” (3-21- 
18). Finally, some women reported struggling in silence by 
saying things like: “I am in desperate need of assistance and 
I am too embarrassed to attend an in person support group” 
(11-21-16), and “And when I got home, I had to hold it all in. 
I was so ashamed of my choice. I couldn’t let anyone know” 
(2-11-11). Even though these women were able to anon- 
ymously write about their abortion on this website, they felt 
muted by their loved ones because of the centripetal dis- 
courses of shame and embarrassment associated with 
abortion. 


Discussion 


A national study that assessed women’s support for and interest in 
alternative models of abortion provision found that about half of 
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USS. women are supportive of and nearly one-third are interested 
in medication abortion (Biggs et al., 2019). The growing interest 
and practice in this type of abortion provision warrant scholars to 
understand women’s experiences. Our study is the first in the 
USS. to conduct a case analysis of women’s online blogging narra- 
tives about having had a medication abortion. We focused on 
understanding the discursive dynamics and contradictions that 
influenced and shaped women’s talk about their own experiences. 
Our analysis rendered four sites of dialectical tension: only choice 
vs. other alternatives, unprepared vs. knowledgeable, relief'vs. regret, 
and silence vs. openness. Each site of struggle characterized 
a different stage of women’s medication abortion narrative: the 
decision, the medication abortion process, after-abortion identity, 
and the general stigmatizing silence associated with abortion. 

‘As other scholars have noted (Kimport & Doty, 2019), we 
found that women relied upon language choices that aligned 
with the existing ideological frameworks from both the Right 
to Life and Right to Choice movements. For instance, some 
women used the words “fetal tissue,” while other women used 
the word “baby” when referencing their pregnancy. Women 
also explicitly mentioned distal already-spoken messages from 
both movements about how they were told “it’s just a pill” or 
“(ve killed my baby.” Such language choices are not idle 
linguistic distinctions, but rather indicate a woman’s aware- 
ness of the different semantics and terminology surrounding 
the larger cultural narratives about abortion. This awareness 
was particularly evident when women discussed the overarch- 
ing silence stigmatizing one’s abilities to openly talk with 
family and friends about their medication abortion experi- 
ence. Thus, women’s talk about their own personal experi- 
ences, their justification for having an abortion, and their own 
sense-making after the medication abortion were shaped by 
the available heuristics and frames from larger cultural dis- 
courses and political movements (Kimport & Doty, 2019). 

Cultural narratives of abortion are powerful and construct 
meaning and truth (Ludlow, 2008). While a woman’s personal 
story about her medication abortion is individual and now 
occurs in a more private setting (e.g., at home), this experience 
remains social and political, defined, and reified by larger cul- 
tural narratives and semantics (Beynon-Jones, 2017; Cockrill & 
Nack, 2013). The sexual liberalism script that reflects positive 
attitudes toward nontraditional sexual behaviors influences indi- 
vidual’s attitudes about abortion (Tokunaga et al., 2015), as well 
as their own narratives about medication abortion. We found 
evidence of these larger discourses within women’s talk about 
their own medication abortion, and in particular, their rationale 
for their decision, their description of the medication abortion 
process, their reflections on their identity after the abortion, and 
the overall stigmatizing silence resulting in a muted voice and 
the public illegitimacy of their own narrative. For instance, many 
of the justifiable reasons recounted by women in this case study 
for having an abortion align with the centripetal discourses of 
the Right to Choice movement regarding bodily rights and 
a woman’s freedom of choice. Among women having abortions 
in the US., finances and lack of readiness are the most com- 
monly cited reasons for choosing abortion (Finer et al., 2005). 

The presence of larger cultural narratives can result in 
dialectical tensions as one seeks to construct her own abortion 


narrative and considers disclosing that narrative to others. In 
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particular, many women described experiencing both relief 
and regret after their abortion. Historically, these two emo- 
tions have been juxtaposed and positioned as binary emotions 
that are socially and politically aligned (Ehrlich & Doan, 
2019). The Right to Choice movement discourse aligns with 
the notion that abortion proffers emotional relief, whereas the 
Right to Life movement discourse positions itself with abor- 
tion resulting in regret. This polarized alignment and framing 
results in both movements speaking different languages and 
never fully listening nor engaging with the other (Wiederhold, 
2014). One proposed origin of this framing dates back to the 
legal reasoning of the 2007 U.S. Supreme Court case Gonzales 
v. Carhart, where the federal partial-birth abortion ban was 
upheld. However, our analysis of women’s narratives post- 
medication abortion exposes the complex duality of these two 
emotions often being experienced in tandem, as opposed to 
being simplistic binaries. The either-or, unidimensional script 
from both the Right to Choice and Right to Life movements - 
abortion provides either relief or results in regret - fueled 
a sense of tension for many of the women as they processed 
their identity after the abortion and considered openly dis- 
closing those private experiences with others. Thus, these 
women’s narratives illustrate that one’s individual experiences 
with having had a medication abortion may result in a both/ 
and: initial relief coupled with later regret. A reliance upon 
political movement discourses to construct one’s own narra- 
tive may continue to marginalize or invalidate one’s own 
private medication abortion experience when the larger 
scripts remain politically charged and polarized (LaRoche & 
Foster, 2018). 

The stigma and risk that characterize the topic of abortion 
are influenced and shaped by the larger centrifugal discourses 
from both the Right to Choice and Right to Life movements 
(Beynon-Jones, 2017; Cockrill & Nack, 2013). For example, 
Cockrill and Nack (2013) found that women seeking an abor- 
tion often attempt to manage the stigma of abortion through 
non-disclosure, stating their reasons for having an abortion as 
“exceptional” and necessary, or condemning the Right to Life 
perspectives about abortion. In a different study on Southside 
Chicago African-American adolescent females, the majority of 
sexually active teens never talked with their parents about the 
topic of abortion, and almost 20% expressed fears of harm or 
eviction if their parent were to learn of an abortion in their 
past (Sisco et al, 2014). In our case study, we found that 
women also experienced stigma, silence, and fear that led 
them to remain private and/or secretive with certain indivi- 
duals throughout their medication abortion experience. 
Silence before or during the medication abortion process 
resulted in women experiencing additional challenges later 
on with talking openly about one’s experiences. Altogether, 
these findings align with communication scholars who have 
found that when private health information disclosures are 
deemed as being threatening or stigmatizing, one’s private 
health information remains concealed (Baxter & Akkoor, 
2011; Ebersole & Hernandez, 2016). This is important because 
secrecy of one’s abortion is associated with poorer coping 
(Major & Gramzow, 1999; Major et al., 1997), and may result 
in further isolation and lack of social support from others 
(Cockrill & Biggs, 2017). 
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Recent movements such as Shout Your Abortion and 
#YouKnowMe have tried to dispel the stigma and silence 
surrounding abortion. However, these movements remain 
politically aligned and purport the “American Dream” abor- 
tion narrative: I was able to go to college/graduate/get a good 
job due to my abortion. These more recent public narratives 
frame abortion as a restitution or quest experience (Frank, 
1995), where women are portrayed as being able to return to 
normalcy and good health, or regard their abortion story as 
one part of their personal journey that they were able to 
overcome. While such discourses were evident in some 
women’s blogs and have been shown to reduce abortion 
stigma when openly disclosed (Cockrill & Biggs, 2017), 
many women’s narratives within this case study characterized 
chaos narratives (Frank, 1995) where the abortion experience 
interrupted their daily lives and left them feeling out of con- 
trol. Most notably, over 50% of the sample reported that the 
father to their child or other family members used negating 
language as a means to justify a woman’s need for an abor- 
tion, albeit her own desires to keep her baby. In addition, 75 
women (77%) regretted their decision, and 37 women (38%) 
reported struggling with mental illness and suicidal thoughts 
after the abortion. While previous scholarship has also found 
evidence of some women experiencing negative outcomes 
after an abortion due to a lack of decision-making power 
and limited social support (Kimport et al. 2011), as well as 
possible significant relationships between abortion and mental 
health problems (see Fergusson et al., 2013; Reardon, 2018), 
these centrifugal discourses remain muted and marginalized 
in the U.S. abortion debate. 


Limitations and directions for future research 


As with all scholarship there are limitations. Most notably, 
there is a lack of generalizability due to the limited scope: we 
only analyzed women’s medication abortion narratives anon- 
ymously posted to one website. However, it is important to 
note that the purpose of this project was to make analytic 
generalizations based on gathering an in-depth descriptive 
understanding of these women’s medication abortion narra- 
tives. Second, all qualitative case studies are limited by the 
sensitivity and integrity of the investigators. We attempted to 
surmount this obstacle by having three qualitatively trained 
female researchers who completed independent coding and 
collectively participated in the contrapuntal analysis process. 
Third, case study research is criticized for not having a clear 
set of systematic procedures (Yin, 2014). To address this 
concern, we sought to clarify and provide transparency with 
the methodological techniques used. Fourth, the anonymity 
of women’s blog submissions to the website did not allow us 
to gather and report the social demographics of the women 
who anonymously shared their abortion narratives, which 
again hinders the generalizability of our findings. Finally, 
the population of women who write an anonymous post 
about their abortion experience may be different from those 
who do not. 

All of these limitations provide avenues for future research. 
Most importantly, this single case study demonstrates the need 


for a broader, pluralistic, mixed-method research strategy that 
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assesses women’s medication abortion narratives, particularly 
given its increased popularity amongst women seeking this type 
of abortion provision. Such research could interview women 
who have had a medication abortion, as well as use surveys to 
assess different variables such as demographic factors, health 
literacy, and privacy management strategies employed when 
talking about one’s medication abortion. 


Conclusion 


n sum, our findings show that the medication abortion experience 
is rife with tension and contradiction. This complexity and duality 
are not evident in much of the larger cultural discourses and 
political debates about abortion. Many women in this case study 
noted that their decision to have a medication abortion was not 
a flippant decision or an easy choice where women remained 
unscathed. Women’s narratives about their medication abortion 
experience were complex, and no singular narrative fully encapsu- 
lated or defined what women experienced during and after their 
medication abortion. Therefore, it is critical to transcend the 
silence in order to expose both sides of the debate and understand 
how these larger discourses influenced women’s personal language 
choices when constructing their own abortion narrative and anon- 
ymously sharing it with others online. The tensions and dialectical 
struggles experienced after having a medication abortion and 
attempting to share it with others remain silent from public dis- 
course and debate (Hallgarten, 2018). Presently, this silence posi- 
tions one’s abortion story as an either-or, binary experience that is 
politically aligned with one movement or another. The larger 
discourses prevalent within both the Right to Life and Right to 
Choice movements impact the liminality of women who are con- 
templating a medication abortion and affect their own narrative 
reconstruction and sense-making after their private medication 
abortion. 
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HUMAN SERVICES 


Food and Drug Administration 
21 CFR Parts 314 and 601 


[Docket No. 91N-0278] 
RIN 0905-AD66 


New Drug, Antibiotic, and Biological 
Drug Product Regulations; Accelerated 
Approval 

erga Food and Drug Administration, 
ACTION: Final rule, 

SUMMARY: The Food and Drug 
Administration (FDA) is issuing final 
regulations under which the agency will 
accelerate approval of certain new drugs 
and biological products for serious or 
life-threatening illnesses, with 
provisions for any necessary continued 
study of the drugs’ clinical benefits after 
approval or with restrictions on use, if 
necessary. These new procedures are 
intended to ponds expedited 
marketing of drugs for patients suffering 
from such illnesses when the drugs 
provide meaningful therapeutic benefit 
compared to treatment. 
Accelerated approval will be considered 
in two situations: (1) When approval 
can be reliably based on evidence from 


the 's effect on a 
that reasonably su; 

or on evidence of the drug’s effect on a 
clinical endpoint other than survival or 
irreversible morbidity, pending 
completion of studies to establish and 
define the degree of clinical benefits to 
patients; and (2) when FDA determines 
that a drug, effective for the treatment of 
a disease, can be used safely only if 
distril pale or use ert or 
restricted. Drugs or bi: jucts 
approved under these ear ng will 
have met the requisite standards for 
safety and effectiveness under the 
Federal Food, Drug, and Cosmetic Act 
(the act) or the Public Health Service 
Act (the PHS Act) and, thus, will have 
full approval for marketing. 

EFFECTIVE DATE: January 11, 1993. 

FOR FURTHER INFORMATION CONTACT: 
Marilyn L. Watson, Center for Drug 
Evaluation and Research (HFD-360), 
Food and Drug Administration, 7500 
Standish Pl., Rockville, MD 20855, 301— 
295-8038. 


endpoint 
clinical benefit 


rag ee and well-controlled studies of 


‘SUPPLEMENTARY INFORMATION: 


I. Background 

In the Federal jer of April 15, 
1992 (57 FR 13234), FDA published 
proposed procedures under which the 


agency would accelerate approvel of 
certain new drugs and biological 
products for serious or ie doouiaang 
illnesses, with provision for 

continued study of the drugs’ 

benefits after approval or for restrictions 
on distribution or use, where those are 
necessary for safe use of the drugs. FDA 
provided 60 days for public comment, 
and, upon request, in the Federal 
Register of June 18, 1992 (57 FR 27202), 
extended the comment period for an 
additional 30 days until July 15, 1992. 
‘The final rule incorporates all of the 
provisions of the proposed rule and 
provides additional clarification 
regarding both timing and content of the 
submissions of promotional materials 
and regarding the nature of required 
postmarketing studies. The agency has 
added a new provision clarifying when 
certain postmarketing requirements of 
the rule will be terminated. 

Highlights of the final rule are 
summarized below, followed by a 
summary and discussion of the 
comments. 


II. Highlights of the Final Rule 


This final rule establishes procedures 
under parts 314 and 601 (21 CFR 
914 and 601) under which FDA will 
accelerate approval of certain new drugs 
and biological products for serious or 
life-threatening illnesses, with provision 
for required continued study of the 
drugs’ clinical benefits after approval or 
for restrictions on distribution or use, 
where those are necessary for safe use 
of the drugs. These procedures are 
intended to provide expedited 
marketing of drugs for patients suffering 
from such illnesses when the drugs 
provide meaningful therapeutic 
advantage over existing treatment. The 
preamble of the proposed rule (57 FR 
13234) provides a description of other 
mechanisms svailable to facilitate 
accass, speed development, and 
expedite review of therapeutic products 
(e.g., treatment investigational new drug 
applications (IND's), subpart E, parallel 
track). Where appropriate, these 
mechanisms can be utilized in concert 
with accelerated epproval. The major 
provisions of the final rule are as 
follows: 


A. Scope 


The new procedures apply to certain 
new drug, antibiotic, and biological 
products used in the treatment of 
serious or life-threatening diseases, 
where the products provide meaningful 
therapeutic advantage over existing 
treatment (21 CFR 314.500 and 601.40). 
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B. Criteria for Approval 

Accelerated approval will be 
considered in two situations: (1) When 
approval can be reliably based on 
evidence of the drug's effect on a 
surrogate endpoint that reasonably 
suggests clinical benefit or on evidence 
of the drug’s effect on a clinical 
endpoint other than survival or 
irreversible morbidity, pending 
completion of studies to establish and 
define the degree of clinical benefits to 
patients; and (2) when FDA determines 
thet a drug, effective for the treatment of 
a disease, can be used safely only if 
distribution or use is modified or 
restricted. Drugs or biological products 
approved under this final rule wil] have 
met the requisite standards for safety 
and effectiveness under the act or the 
PHS Act and, thus, will have full 
approval for marketing (21 CFR 314.510, 
314.520, 601.41, and 601.42). 
Ordinarily, products used to treat 
serious or life-threatening illnesses, for 
which approval is based on a surrogate 
endpoint that is recognized as validated 
by definitive studies, will be considered 
for approval under the traditional 
process rather than under accelerated 
approval. 


C. Postmarketing Studies 


Where a drug's spprova! under these 
provisions is based on a surrogate 
endpoint or on an effect on a clinical 
endpoint other than survival or 
irreversible morbidity, the applicant 
will be required to conduct clinical 
studies necessary to verify and describe 
the drug’s clinical benefit and to resolve 
remaining uncertainty as to the relation 
of the surrogate endpoint upon which 
approval was based to clinical benefit, 
or the observed clinical benefit to 
ultimate outcome. The requirement for 
any additional study to demonstrate 
actual clinical benefit will not be more 
stringent than those that would 
normally be required for marketing 
approval; it is expected that the studies 
will usually be keateatate at ihe time of 

val, The proposed regulations 
Sara best vevited to clarify that 
required arketing studies must 
also be adequate and well-controlled (21 
CFR 314.510 and 601.41). 


D. Restrictions on Use After Marketing 


FDA ma: it marketing approvel of 
a drug or biological product shown to be 
effective where safe use can only be 
assured if distribution or use is 
restricted, Under this final rule, FDA 
may: (1) Restrict distribution to certain 
facilities or to physicians with special 
training or experience, or (2) condition 
distribution on the performance of 
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specified medical procedures, The 
neatricllogs on use berhel me to the 
specific safety issue 
erie or biological product 
and agreed to by the applicant at the 
time of approval (21 CFR 314.520 and 
601.42). FDA expects that the 
imposition of these restrictions on 
distribution will be rare. 
E. Promotional Materials 

The final rule requires submission of 
planned promotional materials, 
including promotional labeling and 
advertisements, both prior to approval 
(reflecting the initial campaign), and 
following approval, unless informed by 
the agency that such submission is no 
longer necessary, at least 30 days before 
the intended time of initial 
dissomination of the promotional 
labeling or initial publication of the 
advertisement (21 CFR 314.550 and 
601.45), 
F, Withdrawal of Approval 

The final rule establishes an 
expedited procedure for the withdrawal 
of approval if: (1) Postmarketing clinical 
studies fail to verify clinical benefit; (2) 
the applicant fails to perform the 
required postmarketing study with due 
diligence; (3) use after marketing 
demonstrates that postmarketing 
restrictions are inadequate to ensure 
safe use of the drug or biological 
product; (4) the applicant fails to adhere 
to the postmarketing restrictions agreed 
upon; (5) the promotional materials are 
false or misleading; or (6) other 
evidence demonstrates that the drug or 
biological product is not shown to be 
safe or effective under its conditions of 
use (21 CFR 314,530 and 601,43). 


G. Termination of Requirements 


In response to comments, the final 
tule provides that the requirements set 
forth in §§ 314.520, 314.530, and 
314.550 for new and antibiotics 
and §§ 601.42, 601.43, and 601.45 for 
biological products ordinarily will 
terminate when FDA determines that 
the results of required postmarketin; 
studies have demonstrated that the drug 
or biological product has clinical 
benefit, or, where restrictions on 
distribution or use have been imposed, 
when FDA determines that safe use of 
the or biological product can be 
nsi without such restrictions, e.g., 
through appropriate labeling. FDA will 
aes the applicant when eee 

juirements no longer a) (21 CFR 
314.560 and 601,46). ja 
IL. Effective Date 


This regulation will become effective 
on January 11, 1993, 


FDA received 54 comments on the 
proposed tule. The comments came 

m individuals, specific disease 
organizations, universities, 
pharmaceutical manufacturers, trade 
associations, health professionals, and 
professional societies. The comments 
reflect broad support and acceptance of 
the goal of expediting the approval of 
drugs intended for the treatment of 
serious and life-threatening illnesses, A 
number a ae that the 
US poe finalized expeditiously 
without change. Many comments posed 
specific questions and raised important 
concerns, 


A. General Comments 


1. One comment suggested that the 
term “conditional approval” was less 
confusing and ambiguous than the term 
“accelerated approval.” The comment 
also referred to the statement in the 
proposal that “Drugs * * * approved 
under this pro; will have met the 
requisite standards * * * under the 
(act) and argued that because 
postmarketing conditions may be 
imposed, this statement can only be 
read to say that the requisite standards 
under the act can only be met by a lower 
standard of evidence in hand, combined 
with assurance that further evidence 
will be obtained, 

Another comment expressed oa 
that the peat aupeets to eats isha 
stisidard 8 the evaluation of drug 
product effectiveness that is 
inconsistent with the substantial 
evidence requirement of section 505(d) 
of the act (21 U.S.C. 355(d)), which 
means “evidence consisting of adequate 
and well-controlled investigations, 
including clinical investigations, by 
experts qualified by scientific training 
and experience to evaluate the 
effectiveness of the drug involved, on 
the basis of which it could fairly and 
responsibly be concluded by such 
experts that the drug will have the effect 
it purports or is represented to have 
under the conditions of use prescribed, 
recommended, or suggested in the 
labeling or proposed labeling * * *.”” 
The comment argued that, with few 
exceptions, the agency has consistently 
interpreted the “substantial evidence” 
requirement as an instruction that 
determinations of effectiveness be based 
on data unambiguously reflecting the 
clinical status of subjects evaluated 
under controlled conditions in bona fide 
clinical experiments. In the absence of 
compelling empirical evidence 
documenting that a drug-induced 
change in a surrogate measure reliably 
and consistently predicts improved 


Alliance.App. 323 


clinical outcome, a surrogate indicator 
is no more than a hypothetical 
construct. The comment asserted that 
the proposed rule’s endorsement of the 
use of unvalidated surrogate endpoints, 
therefore, appears to represent a 
significant ‘pases from traditional 
agency interpretations of “substantial 
evidence” within the meaning of the act 
because it allows belief rather than 
evidence to serve as the basis fora 
conclusion about the effectiveness of a 
new drug. 

Three comments asserted that the new 
regulations are not needed to approve 
drugs intended to treat serious or life- 
threatening illnesses. Two comments 
cited FDA's approval, without new 

lations, of didanosine (former! 
called ddi) and zalcitabine (formerly 
called ddc) in combination with 
zidovudine (formerly called AZT) based 
on a surrogate marker, i.e., an increase 
in CD4 cell counts and the “subpart E” 
procedures at 21 CFR part 312, which 
address the need for expediting the 
development, evaluation, and marketing 
of new therapies intended to treat life- 
threatening or severely debilitating 
illnesses as examples of existing 
mechanisms for the expedited approval 
of important new drugs. One comment 
argued that the act requires that drugs 
be shown to be “safe” and “effective,” 
and proof of effectiveness is not limited 
by the act to demonstration of an effect 
on “survival or irreversible morbidity,” 
as the proposed rule seems to assume. 
The comment further argued that FDA 
has considerable statutory discretion to 
define what type of dats constitutes 
proof of effectiveness, and 
demonstration of an effect on a 
surrogate marker is one type of such 
proof. 

The agency believes that what the 
procedures are called is much less 
important than what the procedures are. 
The shorthand term selected by the 
agency reflects the intent of the rule, 
especially that part related to use of 
surrogate markers, which is to make 
drugs that provide meaningful 
improvement over existing therapies for 
serious illnesses widely available 
(through marketing) at the earliest timo 
consistent with the law. The essence of 
the proposal is thus acceleration, not the 
imposition of conditions. Approval 
under these procedures is dependent on 
compliance with certain additional 
requirements, such as timely 
completion of studies to document the 
expected clinical benefit. The evidence 
available at the time of approval under 
this rule will meet the statutory 
standard, in that there must be evidence 
from adequate and well-controlled 
studies showing that the drug will have 
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the effect it is ited to have in its 
cpibeling Thee palais tiie ose) Bs 

an el on a@ surrogate ent it is 
reasonably likely to Se ictecitnica! 
benefit and labeling will refer to the 
effect on the surrogate, not to effect on 
clinical outcome, : 

While the act does not refer to 
particular endpoints or state a 
preference for clinical, as cppaeed to 

ate, endpoints, it is 
established that the effect shown in 
well-controlled studies, must, in the 
judgment of the agency, be clinically 
meaningful. Moreover, the 
stan in the act, that a must be 
shown to be safe for its int use, 
implies a risk/benefit judgment. The 
effect shown must be such as to 
outweigh the risks of the treatment 
under the conditions of use. Approval 
under this rule , therefore, that 
the effect shown be, in the judgment of 
the agency, clinically meaningful, and 
of such importance as to outweigh the 
risks of treatment. This judgment does 
not represent either a “lower standard” 
or one inconsistent with section 505(d) 
of the act, but rather an assessment 
about whether different types of data 
show that the same statutory standard 
has been met. 

Approval based on surrogate 
endpoints is not new, although the issue 
has not previously been considered in 
regulations. The agency has, in a 
number of instances, L dighe drugs 
based on surrogate endpoints. For 
example, drugs LS eae have 
been approved based on their effects on 
blood pressure rather than on survival 
or stroke rate, Similarly, drugs for 
hypercholesterolemia have been 
approved based on effects on serum 
cholesterol rathér than on coronary 
artery disease (angina, heart attacks). 
But, in those cases there was peryercd 
evidence from clinical trials (in the case 
of hypeteenont and from 
epidemiologic and animal studies (in 
the case of hypercholesterolemia) that 
improving the surrogate would lesd to 
or is associated with the desired effects 
on morbidity end mortelity. Even so, 
there is still today considerable debate 
about who will benefit from cholesterol 
lowering. Controlled trials essessing 
effects on clinical endpoints of 
morbidity and mortality from use of 
cholesterol-lowering drugs have been, 
and are being, conducted. 

Reliance on a surrogate endpoint 
almost always introduces some 
uncertainty into the risk/benefit 
assessment, because clinical benefit is 
not measured directly and the 
quantitative relation of the effect on the 
surrogate to the clinical effect is rarely 
known. The expected risk/benefit 


Hee may fail to emerge because: 
1) identified surrogate may not in 
fact be causally related to clinical 

to 


recognized large-scale 
clinical trials pokes, duration. Reliance 
on surrogate therefore requires 
an additional measure of judgment, not 
only weighing benefit versus risk, as 
always, but Aa deciding what the 
therapeutic benefit is based upon the 
drug effect on the surrogate. 
sections of the final rule that 
address approval based upon a drug 
effect on a surrogate endpoint 
specifically clarify the regulatory 
approval criteria when the agency relies 
one te endpoint that, while 
“reasonably likely” to predict clinical 
benefit, is not so well established as the 
surrogates ordinarily used as bases of 
approval in the pest. Postmarketing 
studies required to verify and describe 
actual clinical benefits would also be 
required to be adequate and well- 
controlled studies, Sections 314.510 and 
601.41 have been revised to clerify this 
point. If, on completion of required 
postmarketing studies, the ftect on the 
19 is not shown to correspond to 
a favorable effect on clinical benefit, the 
rule provides an expedited means of 
removing the the market. 

Approval of osine and 
zalcitabine under current procedures 
does not show that the rule is of no 
value. Although approval did rely on a 
surrogate endpoint that is of the kind 
specifically addressed by the rule, the 
fact that studies to define clinical 
benefit were nearly complete and were 
being conducted under the auspices of 
the National Institute of Allergy and 
Infectious Diseases made it less crucial 
to have additional guarantees that such 
studies would be conducted promptly. 
Moreover, the sponsors of didanosine 
and zalcitabine agreed prior to approval 
to expedited withdrawal of the drug 
from the market if benefit were not 
shown, The D Seabed of the final rule 
will ensure that eppropriate safeguards 
exist for timely generation of data on 
actual clinical benefit, for appropriate 
promotional information about labeled 
indications, and for prompt withdrawal 
of the drug from the market if clinical 
benefit is not confirmed. 

2. Pointing to @ statement in the 
preamble to the proposed rule that it is 
in the public interest to make promising 
new treatments available at the earliest 
possible point in time for use in life- 
threatening and serious illnesses, one 
comment e: concern that the 
proposed may lead to the marketing 
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of large numbers of clinically 
ineffective, but pharmacologically 
active, a ee Cs in the 
interest of the public The 
comment argued that early access to so- 
called “promising” drugs is not the 


same as early access to safe and offective 


drugs, and the number of potential 
markers that may be advanced as 
surrogates of clinical outcome is 
exceedingly large. The comment 
suseeet that it may be more 
appropriate to seek adoption of the 
proposed requirements through en 
amendment to the act. 

FDA agrees with the contention that 
pegs people who have serious or 

threatening illnesses with numerous 
clinically ineffective drugs would not be 
helpful. However, the agency does not 
agree that the rule can be expected to 
have this result. Although studies using 
surrogate endpoints may provide less 
assurance of clinical benefit than 
studies using clinical endpoints, FDA 
believes compliance with all of the 
elements of the accelerated approve! 
program will not result in the marketing 
of large numbers of clinically ineffective 
drugs. The new procedures apply to a 
limited group of circumstances, namely, 
to drugs intended for serious or life- 
threatening illnesses when the drugs 
prevics a meaningful therapeutic 

efit over existing therapy. Reliance 
on a surrogate endpoint is not 

uivalent to reliance on any evidence 
of pharmacologic activity. The endpoint 
must be reasonably likely, based on 
epidemiologic, therapeutic, 
pathophysiologic, or other evidence, to 
predict clinical benefit. 

Whether a given endpoint is, in fact, 
reasonably likely to predict clinical 
benefit is inevitably a matter of 
judgment. FDA, using available internal 
and external expertise, will have to 
make informed judgments in each case 
presented, just as it does now. The 
agency acknowledges that there are 
well-reci reasons for caution 
when surrogate endpoints are relied on. 
Certain putative surrogates have 
ultimately been shown not to 
correspond to clinical benefit. Perhaps 
the most noteworthy example is the 
failure of antiarrhythmic agents in the 
Cardiac Arrhythmia Suppression Tria! 
(CAST) to improve survival by 
depressing ventricular ectopic beats; 
effective suppression of ectopic best: 
was associated with increased mortelity. 

A sponsor must persuasively support 
the reasonableness of the proposed 
surrogate as a predictor and show how 
the benefits of treatment will outweigh 
the risks. Such presentations are likely 
to be persuasive only when the disease 
to be treated is particularly severe {so 
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that considerable risk is acceptable) 
ial when the endpoint is 
well supported. In addition, it will be 
the sponsor's clear obli; 


al 

FDA does not agree that it would be 
more appropriate to seek an amendment 
to the act than to adopt the proposed 
requirements. As discussed in the 
preamble to the proposed rule as well as 
elsewhere in this preamble to the final 
rule, existing provisions of the act and 
the PHS Act authorize promulgation of 
the requirements in the final 
regulations, 

3. One comment expressed concern 
that because the proposed rule would 
oe bert conditions on a drug’s 
approval, third-party payors may 
decline reimbursement because the so- 
called approval would have attributes of 
investigational status. 

The agency expects that, because 
drugs approved under the accelerated 
approval process meet the statutory 
standards for safety and effectiveness, 
they would be eligible for 
reimbursement under State Medicaid 
programs or other third-party plans. 
Drug products granted accelerated 
approval will not be, under the law, 
investigational, as suggested by the 
comment. 

4. One comment asked if all drugs 
considered for accelerated approval 
must be reviewed by an advisory 
committee. The comment stated that 
because advisory committees meet 
infrequently, waiting for the next 
meeting may slow down the approval 
process, 

FDA is not required to consult with 
&n advisory committee before approving 
4n application under these accelerated 
approval regulations, or any other 
tegulation. However, FDA intends to 
consult the appropriate committee in 
Most instances. Advisory committee 
Meetings can usually be scheduled to 
avoid significant delays in the review 
process. The agency will consider an: 
Tequest by an applicant for referral of 
the application to an advisory 
committes, 


B, Scope 


5. Four comments asked for further 
clarification of what diseases are 
Covered by the rule. One comment 
Stated that the terms “serious,” and 
life-threatening,” are defined in the 
Proposal by reference to 21 CFR 312.34, 
followed by a brief statement e: laining 
the role of judgment and examples of 
diseases that are currently judged to be 


serious. The comment asked that FDA 
also describe: (1) Diseases that are not 
currently included in the category of 
“serious,” (2) examples of diseases that 
“life-threatening,” 
les of diseases that are not 
luded in the category “life- 
ening.” 

One comment contended thet the 
statement in the preamble that 
“seriousness of a disease is a matter of 
judgment, but generally is based on its 
impact on such factors as survival, day- 
to-day functi or the likelihood 
that the disease, if left untreated, will 
progress from a less severe condition to 
a more serious one” too narrowly limits 
diseases covered by the proposed rule 
(57 FR 13234 at 13235). The comment 
argued that some “less severe” diseases, 
even if treated, progress to a more 
serious state, and that these diseases 
should also be covered by the rule. On 
the other hand, two comments argued 
that the language in the preamble that 
classifies diseases as “serious” was 
overly broad and subjective and far too 
large a number of illnesses could be 
eligible as being “serious.” 

A discussed the meaning of the 
terms “serious” and “life-threatening” 
in its final rules on “treatment IND's” 
(52 FR 19466 at 19467, May 22, 1987) 
and “‘subpart E” lures (54 FR 
41516 at 41518-41519, October 21, 
1988). The use of these terms in this 
rule is the same as FDA defined and 
used the terms in those rulemakings. It 
would be virtually imy ible to name 
every “serious” and “life-threatening” 
disease that would be within the scope 
of this rule. In FDA's experience with 
“treatment IND’s” and drugs covered by 
the “subpart E” procedures there have 
not been problems in determining 
which diseases fall within the meaning 
of the terms “serious” and “‘life- 
threatening,” and FDA would expect no 
problems under this accelerated 
approval program. The likelihood of 
progression to a serious condition with 
available treatments would also be 
considered in assessing whether the 
disease is within the scope of the final 
tule. The preamble to the proposed rule 
(57 FR 13234 at 13235) referred to 
chronic illnesses that are generally well 
managed by available therapy, but can 
have serious outcomes for certain 
populations or in some or all of their 
phases. Applicants are encouraged to 
consult with FDA's reviewing divisions 
early in the drug development process 
if they have questions about whether 
their specific product is within the 
scope of this rule. 
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‘The concerns expressed in these and 
other comments about considering too 
many illnesses eligible for consideration 
under the accelerated approval 
procedures may arise from the 
underlying fear that reliance on 
surrogate endpoints will become 
routine, the “normal” way drugs are 
brought to the market. This fear is 
groundless. The vast majority of drugs 
are directed at symptomatic or short- 
term conditions (pain, heart failure, 
acute infections, gastrointestinal 
complaints) whose response to drugs, if 
it occurs, is readily measured and where 
there is no need to consider or accept 
surrogate endpoints. Surrogates, with 
few exceptions, are of interest in the 
following situations: (1) Where the 
clinical benefit, if there is one, is likely 
to be well in the future; and (2) where 
the implications of the effect on the 
surrogate are great because the disease 
has no treatment at all or the drug seems 
to treat people with no alternative (e.g., 
because they cannot tolerate the usual 
effective treatment). In the first case, 
great care is needed, and would be 
given, as there would generally be no 
experience linking an effect on the 
surrogate to clinical success, and there 
have been conspicuous examples of lack 
of linkage (CAST, referred to above; 
drugs that increase cardiac output in 
patients with heart failure but that 
decrease survival; imperfect agreement 
of effects on coronary artery patency 
and effects on survival in patients with 
myocardial infarction; lack of beneficial 
effect on bone fracture rate despite 
favorable effects on bone density in 
patients with osteoporosis). FDA and 
outside experts will be aware of these 
examples as proposed surrogates are 
considered. The implications are 
especially great when considering 
prophylactic therapy, i.e., treatments to 
prevent chronic illness (coronary artery 
disease, cancer), in an essentially well 
population. In the second case, there 
will gonerally have been experience 
(with the standerd therapy) to evaluate 
in considering linkage of the surrogate 
to benefit; this was, for example, the 
case with didanosine, where evidence 
from zidovudine studies of the 
relationship of an effect on CD4 
lymphocytes end clinical outcome 
could be assessed. Similarly, there is 
considerable experience to show that 
durable complete responses in many 
cancers correspond to improved 
survival, so that an agent inducing them 
in refractory illness or in primary 
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disease that had previous been poorly 
responsive woul: generality be seen as 
reasonably likely to provide a clinical 
benefit. 

6. One comment ststed that epilepsy 
is a serious and life-threatening 
condition and asked that it be included. 
within the scope of the proposal. The 
preamble cited, among other illnesses, 
depression and psychoses as examples 
of chronic illnesses that can have 
serious outcomes even if they are 
generally well managed. One comment 
asserted that neither depression nor 
psychosis is a disease, nor is either one 
serious or life-threatening. The 
comment stated that depression and 
psychosis are diagnoses. The comment 
urged the agency to remove them from 
the definition of life-threatening 
“illnesses” or “diseases,” 

With respect to epilepsy, FDA notes 
that in the “treatment IND” final rule 
(52 FR 19466 at 19467, May 22, 1987), 
the agency listed “certain forms of 
epilepsy” as an example of a disease or 
stage of disease that would normally be 
considered “serious.” Certain forms of 
epilepsy may also be considered 
“serious” under the accelerated 
approval program. It is unlikely, 
however, that a ite endpoint 
would peers Sn machi cas, as m 
seizure juency, @ endpoint, 
readil Soles 

FDA's reference to depression and 
psychoses was intended to give 
examples of conditions or diseases that 
can be serious for certain populations or 
in some or all of their phases. While 
drugs for the treatment of depression 
and psychosis would be examples of 
those that could be covered by the 
accelerated approval program, it is not 
the use of surrogate endpoints that 
would be expected; the symptoms end 
signs of these diseases are readily 
studied. On the other hand, some of 
these drugs have been quite toxic (6.g., 
clozapine for refractory psychoses) and 
might be considered for approvel with 
testrictions to ensure safe use. 

7. Two comments asked how FDA 
will decide that a drug is eligible for 
accelerated approval. One comment 
asserted that the decision should be an 
option for the applicant to consider, not 
a decision for FDA to make unilaterally. 
Pointing to a statement in the preamble 
(57 FR 13234 at 13235) thet FDA 
reserves the right not to apply 
accelerated approval procedures when it 
believes in good faith that the drug's 
foresceable use is reasonably likely to be 
outside the scope of “life-threatening 
diseases without meaningful therapeutic 
benefit over existing therapy,” the 
comments argued that, if are 
patients with life-threatening conditions 
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that can benefit from ited 
approval, the needs of the patients 

ould determine the procedures used 
to approve the drug. One comment 
contended that applicants of products 
considered candidates for accelerated 
approval may have their drug or 
biological product “forced” into the 
accelerated approval process and be 
forced to conduct a program of studies 
to substantiate that surrogate endpoints 
actually predict significant clinical 
benefits. 

The medical reviewing divisions 
within FDA's Center for Drug 
Evaluation and Research (CDER) and 
Center for Biologics Evaluation and 
Research (CBER) will determine the 
type of regulatory review that FDA may 
apply to an application. FDA 
encourages g) to meet with FDA 
early in the rag cavalotanadt rocess 
to discuss the applicability of 
accelerated approval program to their 
product; however, FDA reserves the 
discretion to determine whether these 
procedures are applicable to a specific 
product. 

With respect to the preamble 
statement cited by one comment, the 
comment misreads the preamble 
statement, which does not say that FDA 
will, in all cases, apply FDA's 
traditional approval mechanisms rather 
than this accelerated process for drugs 
where a majority of the drug's 
foreseeable uses are outside the scope of 
“life-threatening” diseases without 
meaningful therapeutic benefit over 
existing therapy. The statement merely 
informs applicants that FDA will 
consider te possible impact of 
widespread uss of a drug for uses other 
than the one supporting accelerated 
approval; 8 Visita under this 
program would often have only small 
safety data bases so that widespread off- 
label use might have serious 
implications. The agency does not 
believe that such a situation would 
regularly lead to exclusion from these 
provisions, 

FDA does not agree that applicants 
seeking aise to market and 
biological products that would 
candidates for accelerated approval will 
be forced to use the accelerated 
approval mechanism. It is true, 
however, that some proposed surrogate 
endpoints would not be considered 
acceptable bases for approval without 
assurance that the clinical studies to 
show clinical benefit will be conducted. 
A sponsor that wishes the application to 
be considered under the traditional 
approval process may request and 
Teceive such consideration. 

The agency wishes to clarify the 
circumstances in which the accelerated 
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approval regulations will apply. 
Sections 314.500 and 601.40 describe 
aspects of the scope of these regulations, 
Moreover, these tions are 
intended to apply to applications based 
on surrogate endpoints whose validity is 
not fully established, to applications 
based on clinical endpoints that leave 
unanswered major questions about the 
product’s effect on ultimate outcome, 
and to applications for products whose 
safe and effective use requires 
limitations on distribution or use. In all 
other situations, accelerated approval 
ree will not spply. 
ere approval is ona 
surrogate endpoint that is accepted as 
validated to predict or correlate with 
clinical benefit, the product wil! be 
considered under the traditional 
process, and the arketing 
requirements under accelerated 
approval will not apply. Approvals of 
products for serious or life-threatening 
illnesses based on clinical endpoints 
other than survival or irreversible 
morbidity will usually also be 
considered under traditional 
procedures. Approvals based on such 
clinical endpoints will be considered 
under the accelerated approval 
regulations only when it is essential to 
determine effects on survival or 
irreversible morbidity in order to 
confirm the favorable risk/benelit 
judgment that led to approval. 
Applications for products for serious or 
life-threatening illnesses that provide a 
meaningful therapeutic benefit over 
existing therapy will receive a priority 
rating and expedited review, even when 
not considered under the accelerated 
spproral procedures. : 

@ agency also wishes to clarify thet 
whenever an application is approved 
under § 314.510 rect ‘a 
postmarketing studies con! jing the 
product's clinical benefit will thus be 
required. Therefore, in order to 
eliminate potential confusion, the 
agency has amended §§ 314.510 and 
601.41 to clarify these points. 

FDA also recognizes that over time 4 
particular surrogate, once acceptable 65 
& basis for approval only under the 
accelerated approval regulations, could 
become recognized as validated by 
definitive studies (just as high blood 
pressure, for example, over time became 
validated as a surrogate with clinical 
significance). In such cases, @ future 
application relying on such e surrogete 
would not require postmarketing studies 
confirming the surrogate’s clinics! 
benefit and the application would be 
considered under traditional 
procedures. 

8. Two comments asked for i 
clarification of the phrase “meaningful 
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therapeutic benefit over existing 
therapy” as used in the description of 
what gs Res perehag see , 
TO} apply to. Specifically, 
eter to an example described in the 
ae that « new therapy would be 
eligible for accelerated approval if there 
was “a clear improvement” over 
existing therapy in being more effective 
or better tolerated, one comment urged 
FDA to clarify the meaning of “clear 
improvement” to discourage applicants 
of “me-too” products from wasting the 
agency's time and resources by applying 
for accelerated approval of such 
products. la yates aus that 
FDA specify ifanew is 
approved under the accelerated 
approval provisions because the drug 
exhibits a “clear improvement” over an 
existing drug that was also granted 
accelerated a] ral, then specific 
restrictions will be placed on the prior 
epproved drug to limit its use only to 
patients who cannot tolerate the new 
drug, or whose physicians assess that a 
change to the new drug might involve 
significant risks to the patient that 
outweigh the benefits. One comment 
asked that the term “meaningful 
therapeutic benefit over existing 
therapy” be interpreted and consistently 
applied to both drugs and biological 
products, 

FDA believes that the examples given 
to help clarify the phrase “meaningful 
therapeutic benefit over existing 
therapy” (ability to treat unresponsive 
or intolerant patients or improved 
tesponse compared to available therapy) 
ere readily understood illustrations ie 
the intent of the ent. A 
that is essentially the same as available 
treatment (what the comment refers to 
88 8 “me too” drug) will not have a 
credible claim to a meaningful 
therapeutic benefit over that existing 
treatment and this should be easily 
detected, 

With respect to restricting uso of a 
drug previously approved under 
accelerated approval lures when a 
new drug granted accelerated epproval 
ise clear improvement over the prior 
@pproved drug, this would rarely be 
“propriate. Although, in some 
instances, certain therapies are 
ar as “second-line,” this 
Tequires essentially juivocal 
evidence of an aioantigs of alternative 

basis of a 


physicians to prescribe both 
'y approved drug and the prior 
drug properly. 
8. One comment asked if a change in 
‘he route of administration would be 


considered as a meaningful benefit and 
within the scope of the proposal. 

A change in the route of 
pee ere 
accelerated approvi uy 
the paticaiag evidence a ge 
ine One rine bores if subpart E 

currently under investigation will 
be eealiacad accelerated approval. 
The comment assumed that new drug 
applications (NDA’s) and supplemental 
NDA’s considered for accelerated 
approval will have the highest priority 
for review. 

Subpart E drugs will be considered for 
accelerated approval if they satisfy both 
eligibility criteria for accelerated 
approval, i.e., if they are bei 
developed for the treatment of serious or 
life-threatening illnesses and the 
products will provide meaningful 
therapeutic benefits to patients over 
existing treatment. As discussed above, 
applicants should consult with FDA 
early in the development process to 
determine the nature of the regulatory 
review. Early consultations are a critical 

art of subpart E procedures. Drugs 

jing reviewed under accelerated 
approval procedures will receive high 
peodly: review. However, applications 

for drugs for acqi 

immunodeficiency syndrome (AIDS) 

and human immunodeficiency virus 
(HIV)-related conditions will receive the 
highest priority review. « 
C. Criteria for Approval 

11. Two comments expressed concern 
that the proposal did not provide 
enough detail on what eine an 
appropriate surrogate endpoint. One 
couact recommended that FDA adopt 
specific criteria for what constitutes an 
appropriate surrogate endpoint. The 
comment suggested that such criteria 
should include; (1) The surrogate 
endpoint must be biologically plausible 
in that it must be consistent with what 
is known about the petbophysioloey 
and pathogenesis of the disease; (2) the 
surrogate endpoint must be present or 
abnormal in a large percentage of people 
who have the disease; (3) the surrogate 
endpoint must be a good predictor of 
the disease progression and should 
correlate closely with the significant 
clinical endpoint; (4) there should be a 
correlation between the quantitetive 
aspect of the surrogate endpoint and the 
progression of the disease (¢.g., the more 
severe the disease, the more deviant the 
surrogate oa ‘int from normal); (5) the 

ion of surrogate endpoint 
should be significantly associated with 
clinical improvement (e.g., those with 
the greatest improvement in the 
surrogate endpoint should also show the 
greatest clinical effects); conversely, the 
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lack of regression of the surrogate 
endpoint should be commonly 
associated with a lack of clinical 
improvement; and (6) the incidence of 
regression or improvement in the 

ite endpoint should be 
significantly greater in treated than 
untreated patients. 

One comment asked if the use of 
microalbuminuria date is a ite for 
diabetic nephropathy and if all 
relying on surrogate endpoints would be 
eligible for accelerated approval, og an 
angiotensin receptor antagonist wi 
potential utility ae treatment of 
congestive heart failure. The comment 
also asked what would happen if 
ear spre sre. lsoaey demonstrate 

eficit 8 of surrogate 
endpoints but not beneficial clinical 
endpoints. The comment also asked if 
FDA will consider publishing 
guidelines on which surrogate 
endpoints would be appropriate for the 
diseases that may be ttlected by the 
proposed rule. Another comment 
expressed the belief that there is no 
evidence thet surrogate endpoints are 
necessarily | Sa indicators of 
therapeutic benefit. The comment stated 
that a drug may have an effect on a 
si ate endpoint, but will not make 
any clinical difference because the 
advanced stage of the patient's disease 
precludes any effective therapy or the 
surrogate marker is not synchronous 
with the patient's clinical condition, 

Another comment asserted that the 
requirement to base an approval on a 
surrogate endpoint that is “reasonably 
likely, based on epidemiologic, 
therspeutic, pathophysiologic, or other 
evidence, to predict clit benefit 
other then survival or irreversible 
morbidity” is not restrictive enough to 
assure edequate consumer protection. 
Terms like “reasonably likely” and “‘or 
other evidence” allow drug 
manufacturers too much latitude for 
claiming that there is a correlation 
between su) ite endpoints affected by 
their drugs and clinical endpoints. The 
comment argued that until a correlation 
between a surrogate endpoint and a 
clinical endpoint has been established, 
a particular surrogate endpoint should 
only be used to approve subsequent 
drugs, without adequate clinical 
evidence, if there is a very effect 
of the drug on the surrogate marker or, 
if the effect is not sufficiently strong, 
there is an additional surrogate marker 
which corroborates the results of the 
first. 

FDA intends to publish informal 
guidance concerning surrogate 
endpoints, but does not believe specific 
requirements for an appropriate 
surrogate should be specified 
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regulation. Any given specifications 
may not be applicable to a particular 
case, For example, the thoughtful 
suggested criteria supplied by the 
comment would raat if ever, be 
Si age to the first effective drug for 
a disease, because criterion 5 requires 
that regression of the surrogate endpoint 
be associated quantitatively with 
clinical improvement. If there had never 
been effective treatment, this would 
never be known, Yet the surrogate could 
be persuasive on other ds, such as 
a well-documented etiologic relation. In 
general, it is likely that one or another 
strongly supportive piece of evidence 
mab outweigh ge in other areas. 
developing informal guidance on 
surrogate endpoints, FDA will consider 
the suggestions in this comment. 
Interested persons will have an 
opportunity to comment on any 
guidance documents in this area 
developed by the agency. In some cases, 
new or revit class, or disease- 
specific, clinical guidelines may refer to 
surrogate endpoints. FDA is not 
prepared, at this time, to comment on 
the acceptability of an endpoint that it 
has not specifically considered, e.g., 
microalbuminuria. 

The final regulations make it clear 
that not all drugs submitted for approval 
based on surrogate endpoint data are 
eligible for accelerated approval 
(§§ 314.500 and 601.40). The i 

uestion must be for a serious or life- 

tening condition and must provide 
meaningful therapeutic benefit over 
existing therapy. In the case of an 
angiotensin receptor antagonist posed 
by the comment, there is existing 
documented life-prolonging treatment 
for congestive heart failure. An 
sppliestion for a new agent, to be 
eligible for accelerated approval, would 
have to show tial benefit over 
available therapy as well as identify a 
reasonable surrogate endpoint. This is 
problematic since no accepted surrogate 
endpoint for studies to treat congestive 
heart failure has been identified to date. 
For example, some drugs with favorable 
effects on hemodynamic measures in 
heart failure patients have been 
clinically ineffective. 

The lations are clear in requiring 
that, for drugs approved under these 
provisions based on surrogate 
endpoints, the postmarketing studies 
must show clinical benefit, not just the 
previously shown effect on the surrogate 
(§§ 324.510, 314.530, 601.41, and 
601.43). 

Surrogates, or proposed surrogates, 
are not always good, nor necessaril, 
bad, indicators of therapeutic benefit 
and must be judged on a case-by-case 
basis. Even very good surrogates may 


not be perfect: Blood pressure lowering 
has been a better predictor of effect on 
stroke than on coronary artery disease, 
cholesterol lowering has had a clearer 
effect on coronary artery disease than on 
survival. Moreover, & may be 
persuasive for a phase of disease with 
short expected survival but much less so 
in an earlier phase of the disease. 
Caution is always appropriate in 
evaluating surrogate endpoints and the 
particular therapeutic setting should 
always be considered. The agency 
believes that the evaluation of surrogate 
endpoint data and the safeguards built 
into these accelerated approval 
procedures will provide adequate 
consumer protection. 

12. One comment expressed concern 
that if there is no accepted surrogate 
endpoint, an applicant's only option is 
to conduct a study using some clinical 
event as an endpoint, which may result 
in long, large studies that delay 
approval to the detriment of patients 
and sponsors, One comment suggested 
as an alternative that FDA permit 
approval of a drug based on a study 
using a clinical endpoint, but accept a 
less rigorous standard of statistical 
significance, e.g., 0.20 or 0.15 instead of 
0.05. The comment further suggested 
that the sponsor could then complete 
postmarketing studies to establis! 
statistical significance at conventional 
levels. The comment argued that this 
alternative is totally consistent with: 
FDA's willingness to accept greater 
uncertainty in approving ‘i for 
serious and life-threatening illnesses. 

The intent of the rule is to allow FDA 
to utilize a particular kind of evidence, 
an effect on a surrogate endpoint, as a 
basis for approval, and, where 
appropriate, to ensure that remaining 
doubts about the relationship of the 
effect on the surrogate to clinical benefit 
are resolved by additional adequate and 
well-controlled studies with clinical 
endpoints. The rule is not intended to 
place into the market s with little 
evidence of usefulness. Although there 
is no statutory requirement for 
significance testing of any particular 
value, there are well-established 
conventions for assessing statistical 
significance to support the statutorily 
required conclusion that the well- 
controlled studies have demonstrated 
that a drug will have the effect it is 
represented to have. There is nothing 
about serious or life-threatening 
diseases that make them uniquely 
difficult to study. A meaningful effect 
on survival or morbidity where there is 
no effective therapy should be readily 
discerned. Such studies need be long 
and large only when the effect is small 
or difficult to detect. In that event, 
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proper assessment of benefit, and valid 
weighing of its relation to risk, is 
8] ly critical. 

13. One comment asked that FDA 
pe pteas oon mney could be the basis 
of a) an it one postmarketin 
stig should be all tint is needed to : 
establish the link between the endpoint 
used for approval and some relevant 
clinical benefit. 

FDA interprets the statute, and good 
science, as requiring at least two 

te and well-controlled studies to 

establish effectiveness. In some 
instances, drugs have been approved on 
the basis of a single well-controlled 
study; this has been done whers the 
study was of excellent design, showed 


. a high degree of statistical significance, 


involved multiple study centers, and 
showed some evidence of interne! 
replicability, ¢.g., similar effects in 
major study subsets. FDA encourages 
applicants to discuss with FDA early in 
a drug’s development the basis for the 
applicant's choice of a specific endpoint 
and, where applicable, the basis for its 
belief that a single study would be a 
sufficient basis for approval, With 
respect to postmarketing studies, FDA 
anticipates that the requirement will 
aS be met by studies already 
underway at the time of approvel. As 
stated in the proposed rule, the 
requirement for any additional study to 
demonstrate actual clinical benefit will 
not be more stringent than those that 
would normally be required for 
marketing approval of the same drug for 
the same claim. 

14. One comment expressed concern 
that the preamble to the proposed rule 
implied that a sponsor of an AIDS drug 
might have to do a postmarketing study 
to establish an effect on survival after 
showing an effect on such endpoints es 
weight or incidence of opportunistic 
infection (57 FR 13234 at 13235-13236). 
The comment stated thet FDA’s own 
advisory committee indicated that it 
was pleased to see an effect from a 
nucleoside analogue on the incidence of 
opportunistic infections with AIDS 
patients but did not suggest that further 
work should be done to show an effect 
on mortality. The comment argued that 
in some cases direct correlation with 
clinical endpoints such as mortality is 
difficult to prove and urged FDA to be 
flexible on this issue to encourage 
sponsors to go through the accelerated 
approval process. i 

inarily, an effect on a meaningful 
clinical endpoint, e.g., on rate of 
opportunistic infections in AIDS, is ¢ 
sufficient basis for approval without 
need for followup studies. Other 
endpoints, however, might leave msjor 
questions unanswered. For example, @ 
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modest effect on weight gain in AIDS 
without other demonstrated benefit, if 
considered an ads te basis for 
approval, while a endpoint, 
might leave sufficient doubt as to the 
ultimate value of the effect so that 
further studies would be necessary. FDA 
intends to int this provision of the 
regulations with flexibility. This 
provision should also serve as a 
reminder, however, that for life- 
threatening diseases, the ultimate aim of 
therapy is improved survival as well as 
improved symptoms. 

15. One comment asked FDA to 
clarify what a sponsor's obligation is to 
continue supplying medication on a 
compassionate if clinical efficacy 
is not demonstrated to FDA’s 
satisfaction in postmarketing studies but 
individual care appear to be 
benefiting from use of the drug. 

Sponsors are not obligated to supply 
drugs on a “‘compassionate basis.” 
Whether, if clinical studies did not 
show effectiveness, further availability 
of the drug would be appropriate under 
any mechanism would be determined 
case-by-case. 


D, Promotional Materials 


16. Three comments asserted that 
requiring advance submissions of 
promotional materials is both beyond 
FDA's statutory authority and is 
unnecessary. Although FDA stated in 
the proposal that it does not intend 
specifically to approve promotional 
materials, two comments contended that 
is the likely effect of advance 
submission, The comment cited section 
502(n) of the act (21 U.S.C. 352(n)), 
which pou that no regulation 
promulgated under that provision shall 
Tequire prior FDA approval of the 
content of any advertisement “except in 
extraordinary circumstances,” and 
asserted that the “extraordinary 
circumstances” language would not 
apply to drugs approved under the 
accelerated approval program. One 
comment that submission of 
Promotional material prior and 
subsequent to approval is unwarranted 
when dealing with treatments for 
Serious or life-threatentn illnesses 
where dissemination of the most current 
and timely information is important to 
the treating physician. One comment 
questioned why there would be any 
Seater likelihood of misleading 
Promotional claims for products 
‘pproved under the pro) 
accelerated approval process than for 
drugs intended to treat serious or life- 

‘tening diseases that are approved 
under the normal NDA lures. The 
comment also @; the hope that 
the proposed Tequirement for advance 


submission of promotional materiels 
was not upon an assumption that 
promotional materials for drugs 
intended to treat serious diseases are 
more likely to be misleading than 
promotional materials for other t 
drugs because any such assumption 
would be unfounded. One comment 
argued that if an advertisement or 
labeling is inaccurate, the product is 
misbranded and FDA could then obtain 
injunctive relief, seize the product, and/ 
or initiate criminal procs ites: 
Another comment considered requiring 
advance submission of promotional 
materials unreasonable use 
companies are not required to du so 
now. One comment questioned the legal 
authority for requiring presubmission of 
promotional material following 
approval of a drug product, and the 
reason for the requirement. 

The agency believes that the 
requirements for submission of 
promotional materials in the context of 
accelerated approval are authorized by 
statute. Subsections 505(d)(4) and (d)(5) 
of the act provide that, in determining 
whether to approve a drug as safe and 
effective, the agency may consider not 
only information such as data from 
clinical studies but also “any other 
information” relevant to safety and 
effectiveness under the proposed 
conditions of use. Such information 
would include information about how 
the drug would be promoted. In 
determining whether the drug’s 
pro) labeling would be “false or 
misleading” under section 505(d)(7) of 
the act, the agency is similarly 
authorized to evaluate “all material 
facts" during the approval process, 
including the facts about promotion. 

FDA is also authorized ey section 
505(k) of the act to require reporting of 
information subsequent to approval 
necessary to enable the agency to 
determine whether there may be 
grounds for withdrawing the approval. 
Among the grounds for withdrawal 
specified in section 505(e) of the act are 
that the evidence reveals the drug is not 
shown to be safe and effective under its 
conditions of use. In addition, drug 
approval may be withdrawn if 
aerate shows the labeling to be 
false or misleading. Information on how 
the drug will be promoted is again 
relevant to whether the drug’s marketing 
approval should be withdrawn. Section 
701(a) of the act (21 U.S.C. 371(a)) 
generally authorizes FDA to promulgate 
regulations for the efficient enforcement 
of the act. 

For biological products, additional 
authority in section 351 of the PHS Act 
(42 U.S.C. 262) authorizes the 
promulgation of regulations designed to 


of 
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ensure the continued , purity, and 
potency of the products. The content of 
promotional materials is important to 
the continued safe and effective use of 
biologicals. 

Therefore, the provisions of the final 
rule requiring submission of 
promotional materials prior to approval 
under the accelerated approval 
procedures and subsequent to such 
approval are authorized by statutory 
provisions. FDA might also invoke the 
authority of section 502(n) of the act (21 
U.S.C, 352(n)) to require prior approval 
of the content of any prescription drug 
advertisement in “extraordinary 
circumstances.” Whether FDA could 
Spptorsmely by A section 502(n) of 

e act in promulgating §§ 314.550 and 
601,45 need not be determined, 
however, because FDA is not relying 
upon section 502(n) of the act as legal 
authority for these (or any other) 
sections of the accelerated approval 


eee 
he agency believes that advance 
submissions of promotional materials 
for accelerated approval products are 
warranted under the accelerated 
approval circumstances. The special 
circumstances under which drugs will 
be approved under these provisions and 
the possibility that promotional 
materials could adversely affect the 
sensitive risk/benefit balance justify 
review of promotional materials before 
and after SOreOvaL For example, if the 
romotiona! materials exaggerate the 
own benefits of the drug, wider and 
inappropriate use of the drug could be 
encouraged, with harmful results. 
Similarly, high risk drugs that ere 
approved on postmarketing 
restrictions would not have been 
approved for use without those 
restrictions because the risk/benefit 
balance would not justify such 
approval. If promotional materials were 
to undermine the arketing 
restrictions, the health and safet os 
atients could be great! par . 
; Although thee G poe harm from 
any misleading promotion, and there is 
no reason to believe improper 
promotion is more likely in this setting 
than in others, the risk/benefit balance 
is especially sensitive in this setting. 
The relatively small data base available 
and the minimal published information 
available also can contribute to making 
the physician and patient populations 
particularly vulnerable under 
accelerated approval circumstances. 
Reliance on court actions (such as 
seizures, injunctions, and criminal 
prosecutions) can be effective in ending 
false promotions, but can only be 
initiated after the fact, when harm has 
already occurred. Corrective efforts can 
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be helpful but are always somewhat 
delayed. Under the circumstances of 
accelerated approval, FDA believes that 
it is far preferable to avoid problems by 
reviewing the promotional materials in 
advance of drug 

dissemination of 


promotional materials. One comment 

urged the agency to require that specific 

patient information be included in 
jotiona] materials to indicate the 

ct 's 
not yet been lished. For drugs 
approved under the restricted use 
provision, the comment recommended 
ome pari ie the zo 
exact ions on In 
both cases, the comment recommended 
that this patient information appear as 
boxed warnin: 

Section 502{n) of the act and 
fgilations at § Ereedas (21 pe 
202.1(e)(1)) require prescription 
advertisaments (promotional materia!) 
to contain, among other things, a true 
statement of information in brief 
summary relating to side effects, 
contraindications, and effectiveness, 
which would include warnings, 
precautions, and limitations on use. The 
information in brief summary relating to 
side effects, contraindications, and 
effectiveness is required to be based 
solely on the 


proved labeling. 
Therefore, to the extent that a aaa 
labeling reflects the extent of clinical 
exposure and includes appropriat 


ie 
warnings, a drug’s promotional material 
would also include this information. 

FDA regulations ope 
prescription drug labeling (21 CFR 
201.56 and 201.57) require that serious 
adverse reactions and potential safety 
hazards, as well as limitations in use 
imposed by them, be included in the 
“Warning” section of the labeling. In the 
case of approval based upon effect on a 
surrogate endpoint, the “Indications and 
Usage” section of the labeling would 
reflect the nsture of the demonstrated 
effect. If the approval is based on use 
restrictions, the label would also specify 
pg reper rarnings if 

may req xed wi i 
there are special problems associated 
with a drug, ly those that may 
lead ie ey (21 CFR 
201.57(a)). The agency not agree 
that information. related to clinical 
benefit or use restrictions for accelerated 
sprovel drugs we nacesserily 
always require a warning, 

As indicated by §§314.550 at 
601.45 of the final rule, applicants will 
be required to submit promotional 
materials prior to approval and in 
advance of dissemination subsequent to 


approval whether the product is a new 
an or a biological 
uct. 


vibw eid nppeo] ofall peractonsh 
review 
pieces before use will indefinitely 
delay product marketing cam; 
other patient and physician educati 
activities, which are Coraeaye market 

yy significantly 

diminishing the advantage of securing 
an early approval for the applicant. 
comment further contended that the 
requirement to submit “all promotional 
prpicoas eas nae for 

lissemination or tion upon 
marketing a; al” will be overly 
burdensome for FDA and will 
unnecessarily slow down the for 
review of all materials, not just those for 
products subject to this proposed rule. 
The comment recommended that FDA 
only request for review the 
advertising pieces, such as 
introductory letter to physicians, the 
main detail piece, the main journal 
advertisement, but not the secondary 
materials, e.g., a letter to pharmacists, of 
the initial ional campaign. 

As previously discussed i 
preamble, FDA will be revie 
eta pares er al of 
materi: rior to approval of an 
application (rehecting the initial 
campaign) and ent to epproval 
to ascertain whether the materials might 
adversely affect the drug’s sensitive 
tisk/benefit belance. Because all 
promotional] materials, including those 
referred to by the comment as 
“secondary” materials, can have 
significant adverse effects if they are 
misleading, the agency does not agree 
that such materials should, as a matter 
of course, not be requested for review. 
Insofar as such materials may be 
directly derived from the introductory 
letter to physicians, or other materials 
characterized by the comment as 
“primary” meterials, the additional time 
to review the derivative materials 
should not be extensive. 

The agency does not agree with the 
comment's contention that the 
requirement to submit all promotional 
materials prior to and subsequent to 
approval will indefinitely delay 
marketing campeigns and educational 
activities or be overly burdensome to 
FDA reviewers. FDA is committed to 


19. One comment ested a ive, 
time-limited Ciaataiitaertsied ey: 
review of advertising after the initial 
promotional campaign such as that used 
for review of IND’s, which would allow 
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the sponsor to proceed to use 
romotional materials after an allotted 


others, additional clarification regarding 
both timing and content of the 
submissions of materials 
seems useful. }, the agency is 
revising proposed §§ 314.550 and 
601.45 to make it clear that, unless 
otherwise informed by the agency, 
ae ee during the 
preapproval review period copios of al! 
Feeracnal tel for 
dissemination or publication within the 
first 120 days following marketing 
approval. The initial promotional 
campaign, sometimes referred to as the 
“launch cam) ” often has a 
significant on the climate of use 
for a new product. As discussed 
elsewhere in this preamble, the risk/ 
benefit balance of accelerated approval 
products is especially sensitive, and 
inappropriate promotion may adversely 
effect lance with resulting harm. 

‘There may be some instances in 
which promotional materials that had 
not been completed and submitted by 
the applicant prior to approval would be 
beneficial in fostering safe and effective 
use of the product during the first 120 
days, Under revised §§ 314.550 and 
601.45, FDA would have the discretion 
to consider such materials at ¢ later 
time, An epplicant who requested 
permission to include additional 
materials among those disseminated 
within the first 120 days following 
product a) al would be notified of 
FDA’‘s determination. If FDA agreed that 
dissemination of such materials was 
acceptable, the materials could then be 
disseminated or published upon 
notification. 

For promotional materials intended 


nit 
materials within 30 days of receipt. This 
30-day period is meant to be time- 
limited; so that the epplicant will be 
ofno unnecessary delay. It will 
be important for the coe to 
identify the materials «Reagent 
ropriately, so that it is clear thet the 
esi tir ieaeaact to the 30-dey 
review poriod. The agency intends to 
review all such materials promptly, end 
to notify the applicant of any identified 
probloms as soon as possible. The 
agency expects that, if the agency 
notifies the applicant of significant 
objections woke materials, n0 
materials will be disseminated or 
published until the agency's objections 
are resolved. The applicant should plan 
to allow sufficient time after receiving 
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FDA's comments for resolving 
differences and incorporating proauentes 
changes in the submitted materials prior 
to dissemination or publication. 

When FDA removes the requirement 
for advance submission of promotional 
material, the agency will continue to 
offer a prompt review of all voluntarily 
submitted promotional material. 


E. Postmarketing Restrictions 


FDA recaived many comments on the 
proposed requirement to limit 
distribution to certain facilities or 
physicians with special training or 
experience, or condition distribution on 
the performance of specified medical 
procedures if such restrictions are 
needed to counterbalance the drug's 
known safety concerns. 

20. Several comments questioned 
FDA’s authority to impose restrictions 
on distribution or use after an approved 
drug is marketed. Two comments 
disagreed with the statutory provisions 
cited by FDA in the proj Tule as its 
authority to impose restrictions on 
distribution or use stating that they refer 
only to FDA’s general authority to 
ensure that drugs are not misbranded, 
which is an entirely separate issue. 
Another comment argued that section 
503(b) of the act (21 U.S.C. 353(b)) 
contemplates that the issues warranting 
a restriction as to distribution are not 
factors in whether a drug product is 


"safe" for of approval, but 
rather only Gite: taoiict must be 
limited to prescription status. Two 
comments said that, in the absence of 
specific statutory authority, the courts 


clearly have refused to it FDA to 
impose restrictions on distribution and 
cited American Pharmaceutical 
Association (APhA) v. Weinberger, 377 
F. Supp, 824, 829 n. 9 (D.D.C. 1974), 
aff'd sub nom. APhA v. Mathews, 530 
F.2d 1054 (D.C. Cir 1976), a case 
concerning conditions placed on the 
epproval of the drug methadone. 

Some comments asserted that placing 
testrictions on the distribution of an 
approved drug to only certain facilities 
or physicians, or restricting use to 
certain medical procedures interferes 
with the practices of medicine and 
pharmacy, which the comments 
contended FDA does not have the 
authority to regulate. 

The agency believes that the 
Testrictions to ensure safe use 
contemplated for approvals under 
§§314.520 and 601,42 are authorized by 
Statute, As discussed in the preamble to 
the proposed rule (57 FR 13234 at 
13237), sections 501, 502, 503, 505, and 
ee of the act provide broad authority 

‘or FDA to issue regulations to help 


assure the safety and effectiveness of 
new drugs. 

The agency does not agree with the 
comments’ contention that the 
misbrending provisions of the act are 
irrelevant. Section 502(a) of the act 
prohibits false or misleading labeling of 
drugs, including (under section 201(n) 
of the act) failure to reveal material facts 
relating to potential ences under 
ren conditions of use. conn 
502(f) of the act requires drugs to have 
adequate directions for use and 
adequate warnings against unsafe use, 
such as methods of administration, that 
may be necessary to protect users. In 
addition, section 502(j) of the act 
prohibits use of that are 
dangerous to health when used in the 
manner su; ‘ed in their labeling. Each 
of these misbranding provisions is 
intended, at least in significant part, to 
protect consumers against the marketing 
of drugs that would not be safe under 
certain conditions of use. Section 701(a) 
of the act authorizes FDA to issue 
regulations for the efficient enforcement 
of the act. The restrictions on use 
contemplated by §§ 314.520 and 601.42 
help to ensure that products that would 
be misbranded under section 502 of the 
act are not marketed. 

The restrictions on use imposed 
under section 503 of the act, which 
relate to prescription use limitations, 
primarily concern whether a drug is safe 
for use except under the supervision of 
a licensed practitioner. While the 
agency agrees that the restrictions 
imposed under §§ 314.520 and 601.42 
concerning distribution to certain 
facilities or physicians with pena 
training or experience would be in 
addition to ordinary prescription 
limitation, FDA believes these 
restrictions are consistent with the spirit 
of section 503 of the act, as well as the 
other provisions of the act referred to, in 
ensuring safe use, 

New drugs may be approved under 
section 505(d) of the act only if they are 
safe for use under the conditions 
prescribed, recommended, or suggested 
in the proposed labeling. In addition, for 
approval, a drug's labeling must not be 
false or misleading based on a fair 
evaluation of all material facts, which 
would include details about the 
conditions of use. For biological 
products, section 351(d) of the PHS Act 
also authorizes the imposition of 
restrictions through regulations 
“designed to insure the continued 
safety, purity, and potency” of the 

oducts. 


2 The agency disagrees with the 
comments’ implication that the courts’ 
Tulings in American Pharmaceutical 
Association (APhA) v. Weinberger mean 
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there is no statutory authority to impose 
restrictions on distribution for 
accelerated approval drugs. The 
situation considered in that case is 
readily ible from the 
situation addressed in §§ 314.520 and 
601.42 of the accelerated approvai 
regulations. The APhA case concerned a 
regulation that withdrew approval of 
NDA's for methadone, but permitted 
distribution to certain maintenance 
treatment programs and certain hospitel 
and community pharmacies. Because 
methadone is a controlled substance 
within the provisions of the Controlled 
Substances Act, which is implemented 
by the Drug Enforcement 
Administration with the Justice 
Department, the district court 
concluded that the question of 
permissible distribution of the drug was 
within the jurisdiction of the Justice 
Department, not FDA. The Court of 
Appeals determined that the type of 
misuse associated with methadone, i.e., 
misuse by persons who have no intent 
to try to use drugs for medical purposes, 
differed from safety issues contemplated 
for control under section 505 of the act. 
In contrast, the restrictions 
contemplated under §§ 314.520 and 
601.42 are precisely those deemed 
necessary to ensure that section 505 
criteria have been met, i.6., restrictions 
to ensure that the drug will be safe 
under its approved conditions of use. It 
is clearly FDA's responsibility to 
implement the statutory provisions 
regarding new drug approval, 

Nor does FDA agree thet the 
provisions placing restrictions on 
distribution to certain facilities or 
physicians, or conditioned on the 
performance of certain medical 
procedures, impermissibly interfere 
with the practice of medicine and 
pharmacy. There is no legal support for 
the theory that FDA may only approve 
sponsors’ drugs without restriction 
because physicians or pharmacists may 
wish to prescribe or dispense drugs in 
a certain way. The restrictions under 
these provisions would be imposed on 
the sponsor only as necessary for safe 
use under the extraordinary 
circumstances of the particular drug and 
use. Without such restrictions, the drugs 
would not meet the statutory criteria, 
could not be approved for distribution, 
and would not be available for 
prescribing or dispensing. The agency, 
as a matter of longstanding policy, does 
not wish to interfere with the 
appropriate practice of medicine or 

acy. In this instance, the agency 
balers that rather than interfering with 
physician or pharmacy practice, the 
regulations permit, in exceptional cases, 
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postmarketing restrictions on 
distribution te certain facilities or 
physicians with certein training or 
experisnce should be limited to rare 
occasions in cases of extreme hazard to 
patient safety in which toxicity of a 
particular drug may require it, but 
should not be applied because of 
insufficient efficacy data. Some 
comments od that safety issues in 
the context of drug use should be 
addressed through patient manegement 
and effective product labeling, not 
through restricted distribution. In 
support of this argument, the comments 
cited the labeling of oncologic drugs, 
which provides physicians with 
adequete warnings and 
recommendations for their use without 
limiting distributian. 

FDA egrees with thess comments in 
part and intends to impose restrictions 
on distribution or use under this rule 
only in those rare instances in which 
the egency believes carefully worded 
labeling for a product granted 
accel spprovel will not assure the 
product's safe use. As stated in the 
preamble to the proposed rule (57 FR 
13234 at 13237), FDA believes that the 
sofe use of most prescription drugs will 
continue to be essured eee 
traditional patient management by 
health professionals and through 
necessary safety warnings in the drug’s 
labeling. 

22: two comments asked who will 
determine if restricted distribution 
should occur and what facilities or 
physicians with special training or 
experience will participate. Several 
comments expressed concern that 
restricted distribution and/or 
conditional use may not include all 
health care professionals who should 
participate in safe and effective petient 
care, Two orgenizations representing 
pharmacists asked that FDA develop 
functional and ve criteria thet 
clearly establish the activities of 
pharmacists, physiciens, and others in 
the care of patients receiving a drug 
under restricted distribution. The 
comments asserted that any health care 
professional that met these criteria 
should be allowed to perticipate in 
distribution of the drug and care of the 
patient. One comment recommended 
that any postmerketing restrictions on 
distribution or use of a drug approved 
under the accelerated approve! process 
be developed by appropriate FDA 
advisory committees or 
expanded to include physicians and 
pharmacists with expertise in the 


therapeutic area being considered and 
in relevant drug distribution systems. 
Where eppointment of pharmacists to 
these committees or panels is not 
feasible, the comment recommended 
that FDA use pharmecists in a 
consultant capacity. Another comment 
argued that current systems for drug 
distribution incorporate “checks and 
balances” such thet prescribers and 
pharmacists te together to assure safe 
use of a drug by e patient. Two 
comments would 0] any restricted 
distribution system allows 
menufecturers exclusively to deliver 
prescription directly to patients. 
One comment esked whe! FDA or 
the applicant would monitor the criteria 
for restricted distribution sites or 


hysicians. 

the medical reviewing divisions 
within FDA’s CDER and CBER will 
determine if restricted distribution or 
use should be imposed. FDA will 
usually seak the advice of outside expert 
consultants or advisory committees 
before meking this determinetion, and 
will, of course, consult with the 


agency does not agree that FDA 
should criteria that clearly 
establish the activities of health care 
professionals in the care of patients 
receiving a drug approved under this 
rule and for which restricted 
distribution has been imposed: An’ 
peer acne require: 
under this rule will impose an 
obligation on the applicant to ensure 
that the drug or biological product is 
distributed only to the specified 
facilities or physicians. FDA will seck 
the advice of eutside consultants with 
expertise in distribution systems or 
advisory committees when necessary in 
determining the need for or type of 
restricted distribution. The limitations 
on distribution or use imposed under 
this rule, including specific distribution 
systems to be used and the applicant's 
plan for monitoring compliance with 
the limitations, will have been agreed to 
by the spplicant at the time of approval. 
The burden is on the applicant to ensure 
that the conditions of use under which 
the applicant's product was approved 
are being followed. As eppropriate, FDA 
may monitor the sponsor's compliance 
with the oben terms of the approval 
and with sor’s obligations. 

23. One comment recommended that 
proposed § 314.520 be modified to 
include therapeutic outcomes 
monitoring es 4 third example of a 
permissible postmerketing restriction. 
The comment defined therapeutic 
outcomes monitoring as the systematic 
and continual monitoring of the clinical 


and psychosocial effects of drug therapy 
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on a patient which achieves the 


objective of preventing problems with 
therapy. Some comments argued 


can be routinely reported to a central 
collection point for utilization review by 
health care jonals, followed by 
educational programs to further improve 
the efficacy of drug therapy. 

The ing restrictions set 
forth in the and in this final 
rule are intended to enhance the safety 
ofa drug whose risks would outweigh 
its benefits in the absence of the 


- restriction. Therapeutic outcomes 


monitoring does not contribute to that 
enhancement, and would not be 
required under this rule. 

24. Some comments asked that FDA 
clarify how products will move from 
restrictive status to a regular 
prescription drug status. The comr 
Leta that all conditions associated 
with accelerated approval should 
autometically terminate following 
completion of confirmatory clinical 
trials; one comment urged FDA to 
explicitly state this in the final rule. One 
comment asserted that restrictions 


hipaa 


Ti 

the case of drugs approved with a 
requirement for posiapproval studies, 
FDA would expect that all ofthe 
posta; uirements set forth in 
this rule, i.e., submission of promotional 
material and use of expedited 
withdrawal procedures, would no 
longer sony ane ostmarketing studies 
have verified and described the drug's 
clinical benefit. Concurrent with the 
review of the postmarketing studies, if 
requested, FDA will also review the 
need to continue any restrictions 07 
distribution that have been imposed. In 
the case where restrictions on 
distribution or use have been imposed, 
such restrictions would be eliminsted 
only if FDA determines thst safe use of 
the product can be assured without 
them, through appropriate labeling. In 
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added new 

§§ 314.560 and 601.46 to state when 
ostapproval requirements will no 

oa epply and state that the applicant 
may petition the agency, in accordance 
with 21 CFR 10,30, at any time to 
remove specific postapproval 
requirements, 

Nith respect to the suggested time 
period for ret restrictions on 
distribution or use following submission 
of a supplemental application 
containing the data from a 
postmarketing study, FDA does not 
believe it should prescribe any specific 
time period. These applications will 
receive @ priority rating and FDA is 
firmly committed to expedited review of 
an application considered for 
scene epproval and all data 
submitted from a postmarketing study to 
verify clinical benefit and believes most 
reviews will be completed and action 
taken within 180 days, t 

25. One comment argued that, as 
proposed, it is not clear how accelerated 
approval would apply to drugs which 
fall under the conditions described in 


luct labeling. Thus, 

the comment seat §§ 314.820 and 
601.42 should not be included in new 
Subpart H of pert 314 and subpart E of 
Part 601, respectively, which deal with 
accelerated approval because these 
sections explicitly apply to products 
shown to be effective under a full drug 
development 

Sections 314.520 and 601.42 apply 
Dot only to drugs and biological 
Products approved on the basis of an 
effect on a 8 ite endpoint but also 
to drugs and biological products that 
have been studied for their safety and 
effectiveness in treating serious or life- 
threatening ill using clinical 
endpoints and that have serious 
toxicity, In either case, if the products 
®re so potentially harmful that their safe 
“se cannot be assured through carefully 


worded labeling, FDA will approve the 
products for early marketing only if 
postmarketing restrictions on 
distribution or use are im| The 
pisace Sehown to be effective” was oa 
inten to distinguish apy 

under new subpart H from weit 
approved under any other subpart of the 
regulations. All drugs approved will 
have had effectiveness demonstrated on 
the basis of adequate and well- 
controlled studies, whether the 
endpoint of the studies isa 

endpoint or a clinical endpoint. 

26, One comment expressed concern 
that the proposed restricted distribution 
or use provisions would restrict or 
eliminate the wholesale distribution of 
drugs approved through the accelerated 
approval process, 

@ limitations on distribution or use 
required under this rule are imposed on 
the applicant. Therefore, the burden is 
on the applicant to ensure that the 
conditions of use under which the 
applicant's product was approved are 
being followed. This rule does not 
specify how a manufacturer will 
distribute its product to those receiving 
the product under the approval terms, 
FDA will only determine which 
facilities or physicians may receive the 
drug, and the applicant will have agreed 
to this limitation on distribution or use. 

27. One comment expressed concern 
that the proposed postmarketing 
restriction provision does not preclude 
a physician to whom restri 
distribution applies from prescribing 
drugs approved under the accelerated 
approval process for unapproved (off- 
label) uses, 

The comment is correct that this rule 
does not itself prevent a physician from 
prescribing a drug granted accelerated 
approval for an unapproved use. Under 
the act, a drug approved for marketing 
may be labeled, promoted, end 
advertised by the manufacturer only for 
those uses for which the drug's safety 
and effectiveness have been established 
and that FDA has approved. Physicians 
may choose to prescribe the drug for a 
condition not recommended in labeling. 
Such off-label use would, of course, be 
carried out under the restrictions 
imposed under this section. FDA also 
believes that physicians will be 
cognizant of the luct's special risks 
and will use s with particular 
care, The labeling of products approved 
under this rule will may er a 
necessary warnings and full disclosure 
labeling would generally reflect the 
extent of clinical exposure to the drug. 


F. Postmarketing Studies 


28, Three comments argued that FDA 
does not have the authority to require 


Alliance.App. 333 


postmarketing studies to be performed 
as a condition of epprova! based on a 
= * endpoint. One comment 
stated that it is widely accepted that the 
act em) the agency to define the 
type and extent of efficacy data 
necessary to approve a product 
application. If a surrogate marker can be 
own to be sufficiently related to 
actual patient benefit, then, the 
cones ees , data the 
effect of a on 6 surrogate marker 
constitute acceptable proof of efficacy 
under the act. Two comments urged 
FDA to continue to ask applicants to 
agree voluntarily to perform 
postmarketing studies whan medicall: 
warranted as is the current policy under 
the traditional approval process. One 
comment expressed concern that 
requiring postmarketing studies may 
become. the norm rather than the 
exception. 

The agency's response to comment 1. 
explained the circumstances in which 
FDA might conclude that a drug should 
be marketed on the basis of an effect on 
@ surrogate endpoint reasonably likely 
to predict clinical benefit only if studies 
were carried out to confirm the presence 
of the likely benefit. As discussed in the 
preamble to the proposed rule (57 FR 
13234 at 13236), FDA believes that it is 
authorized by law to require 
postmarketing studies for new drugs 
and biological products, Section 505(d) 
of the act provides for the approval of 
new drugs for marketing if meet the 
safety and effectiveness criteria set forth 
in section 505(d) of the act and the 
implementing regulations (21 CFR part 
314). As discussed in the proposed rule, 
to demonstrate effectiveness, the law 

evidence from adequate and 
well-controllad clinical studies on the 
basis of which qualified experts could 
fairly and responsibly conclude that the 
drug has the effect it is purported to 
have. Under section 505(¢) of the act, 
approval of a new drug application is to 
be withdrawn if new information shows 
that the drug has not been demonstrated 
to be either safe or effective. Approval 
may also be withdrawn if new 
information shows that the drug's 
labeling is false or misleading. 

Section 505(k) of the act authorizes 
the agency to promulgate regulations 
requiring applicants to make records 
and reports of data or other information 
that are necessary to enable the agency 
to determine whether there is reason to 
withdraw approval of an NDA. The 
agency believes that the referenced 
reports can include additional studies to 
evaluate the clinical effect of a drug 
approved on the basis of an effect on a 
surrogate endpoint, Section 701(a) of the 
act generally authorizes FDA to issue 
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regulations for the “‘efficient 
enforcement” of the act. 
* With to biological products, 
section 351 of the PHS Act provides 
legal authority for the agency to require 
postmarketing studies for these 
products. Licenses for biological 
eshte biden ny upona 
owing meet stan 
“designed to insure the continued 
safety, purity, and potency of such 
products” prescribed in regulations (42 
U.S.C. 262(d)). The “potency” of a 
biological product includes its 
effectiveness (21 CFR 600.3(s)). 

The agen onasatin has ah 
past ing studies as a 
rerequisite for approval for some drugs 
ee 37 FR 201, January 7, 1972; and 37 
FR 26790, December 15, 1972). 

29, One comment recommended that 
FDA eh see a specific timelines for 
completion o: required 
g studies be included in 
the marketing application. The 
comment further suggested that, if the 
sponsor fails to meet its timelines, 
approval of its application be 
withdrawn, or in the event it is difficult 
to withdraw spay of drugs for 
serious or life-t itening diseases, FDA 


should establish substantial fines and 

penalties for sponsors that deliberately 

withhold information from FDA 

regarding the 
r] 


liminary results and 
of their postmarketin; 
studies, or delay the completion of such 
studies. The comment also urged FDA 
to publish in the Federal Register 
identification of manufacturers who are 
their obligation to complete 
postmarketing studies on 
time. These recommendations were 
prompted by the comment'’s concern 
that once a manufacturer is granted 
approval for its product, the 
manufacturer have little incentive 
to complete postmarketing studies in a 
timely manner, especially if the 
preliminary results of such studies 
indicate that the drug may not be safe 
and/or effective. Another comment 
urged FDA to include in the final rule 
language that requires the icipation 
of pharmacists in postmar! studies 
because pharmacists can serve as an 
ee source of rity aces 
erapeutic outcomes of patients 
drugs approved under this rule and 
monitoring for such drugs. 
The agency expects that the 
juirement for ig studies 
will usually be met by studies eyo | 
underway at the time of approval an 
that there will be Tomson! enthusiasm 
for resolving the questions posed by 
those studies. The plan for timely 
completion of the required 
postmarketing studies will be included 


in the applicant's marketing application. 
In addition, in accord with the annual 
reporting requirements at 

§ 314.81(b)(2)(vii) (21 CFR 
314.81(b)(2)(vii), an NDA applicant is 
required to provi FDA witha 
statement of the current status of any 
postmarketing studies, FDA declines to 
impose the sanctions suggested by the 
comment for failure of an applicant to 
meet its plans for completion of a 
postmarketing study. FDA believes this 
rule applies PL reat 
sanctions. Under the proposed and 
this final rule, FDA may withdraw 
approval of an application if the 
applicant fails to perform the required 
postmarketing study with due diligence. 

FDA believes that it is not within the 
scope of this rule to establish the role of 
pharmacists in studies. 
‘That role should more properly be 
defined by the clinical investigator and 
each institution or facility at which a 
postmarketing study is conducted. 

30. One comment asserted that the 
proposal sets forth an inherent 
contradiction between the way FDA 
evaluates the benefit and risk for drugs 
today and the way the proposal 
contemplates. The comment argued that 
now, if postmarketing data raise 
questions about the risk associated with 
a drug product, FDA considers that data 
along with the other data known about 
the product, and determines whether, 
based on the overall knowledge about 
the drug, there is a need to seek 
withdrawal of approval. Under this 
proposal, if the postmarketing study 
data raised questions about the risk of 
the product, FDA would seek 
withdrawal of approval, whether or not 
the new data realy made a fundamental 
difference to what is known about the 
benefit and risk of the product. 

FDA does not agree that the 
contradiction described by the comment 
exists, Under the circumstances of 
accelerated approval, Seve would be 
based on a w of the benefit 
suggested by the effect on the surrogate 
endpoint known and ntial 
risks of the drug. Should well-designed 
postapproval studies fail to demonstrate 
the expected clinical benefit, the benefit 

1ed at the time of approval 

{reasonably likely to exist) would no 

jer be and the totality of 
the data, showing no clinical benefit, 
would no longer support approval. This 
evaluation of the data is not different 
from considerations that would apply in 
evaluating data in the case of a drug 
approved under other provisions of the 
regulations. 

31. Two comments expressed the 
view that the proposed requirement for 
postmarketing studies may raise 
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important ethical questions because 
once a drug product is approved, it may 
be unethical, ding on the 
circumstances, for a physician to 
conduct a study using a placebo control. 
One comment also contended that a 

study requirement could 
compromise the NDA holder's ability to 
enroll sufficient numbers of patients in 
the study when the new approved drug 
and ible alternative therapies are 
widely available to patients. 

Usually, and peviorably, because of 
problems in the comment, the 

ent for postmarketing studies 
will be met by studies already underway 
at the time of approval, by 
completion of studies jhowed an 
effect on the surrogate. FDA recognizes 
that ethical considerations will play a 
central role in the of study carried 
out, a choice that will depend upon the 
type and seriousness of the disease 
being treated, availability of alternative 
therapies, and the nature of the drug 
and the patient population. There often 
are alternatives to use of a placebo 
control, including active control designs 
and dose-res| studies that can 
satisfy both the demands of ethics and 
adequacy of design. 

32, One comment contended that the 
term “postmarketing study” is used 
inconsistently in the proposed rule. The 
comment argued that “‘postmarketing 
study” is an accepted latory term of 
art which, to this point, has referred to 
studies conducted to confirm safety (not 
efficacy), after an approval has been 
granted, whereas in this proposal, @ 
“postmarketing study” refers to ¢ study 

to establish clinical efficacy 
(i.e., a Phase 3 study), but not 
necessarily safety, although safety data 
will be collected. To prevent confusion 
and to differentiate between these 
required postmarketing confirmatory 
efficacy studies and salty studies 
traditionally conducted after approval 
and to clarify that products granted 
accelerated approval have been 
approved on the basis of Phase 2 
(surrogate endpoint) date, the comment 
suggested changing the term 
“postmarketing study” to “Phase 3 
study” in this rule except where 
traditional postmarketing studies are 
intended. comment also suggest 
that the term “Phase 3 study” be 
defined as a study required to confirm 
findings of efficacy based upon 
surrogate data collected in Phase 2, 
which will be conducted after a> 
accelerated approval has been granted 
and will be before restrictions 
set forth in § 314.520 are removed. tb 

The agency does not believe that the 
comment has accurately descri! 
accepted meanings of various terms. 
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refer to any 
to studies 


» drug-drug 
interaction, and pediatric studies, 
studies of dose-response or of higher 
doses, and studies of new uses. The 
term is not limited to safety studies. 
Moreover, Phase 2 and 3 studies are not 
distinguished by the endpoints chosen. 
Phase 3 hypertension studies, for 
example, still measure blood pressure, 
not stroke rate. The agency believes that 
the use of the “postmarketing study” in 
the final rule is appropriate and 


consistent. 
G, Withdrawal of Approval 


33. One comment supported the 
proposed withdrawal of approval 
pscoduans comments aeencied 

at the proposed procedure does not 
frsdurelselapesed likens 
procedun ofa 
evidentiary hearing guaranteed by 
section 505 of the act and the é 
Administrative Procedure Act (APA). As 
an example, the comments said that 
based on a finding of a single study 
failing to show clinical benefit or 
misuse of any promotional material, an 
approved new would be subject to 
withdrawal from the market with only 
& minimal opportunity for the NDA 
holder to be heard, The comments 
argued that section 505(e) of the act 
guarantees applicants “due notice and 
opportunity for a hearing” on 
withdrawal of an NDA in compliance 
with APA hearing standards, thus FDA 
must conduct on withdrawals 
of NDA’s using the formal adjudicatory 
ame Kon aine One comment 
assert the proposed 
procedure, there is the pteetice ofa 
discernible legal standard, an inability 
(0 cross-examine, the prosecuting 
allorney and judge are one and the same 
Person, and is a lack of even 
minimal formal evidentiary procedures. 
The comment doubt that the 


Tegulations, FDA decided to afford NDA 
holders an portunity for a formal 
evidentiary hearing even though the 


courts had not decided that such a 
hearing was necessarily legally 
(see 40 FR 40682 at 40691, 
3, 1975). In promulgating its 
regulations, FDA also 
formal evidentiary hearing is not 
required before withdrawing approval of 
biological alerere pete it would be 
appropriate to ap) same 
ee ee: to biolopical products as to 
drug removal (see 40 FR 40682 at 
bacreesat the heari: in this 

ie TOCess 
final rule, as in cram 2 rule, 
applicants will be afforded the 
opportunity to present any data and 
information believe to be relevant 


wired 
jural 
ita 


applicant, and a representative of the 
Center that initiates the withdrawal 
proceedings to question any person 
during or at the conclusion of the 
erson's presentation. As discussed 

low in response to a comment, FDA 
has decided to allow up to three 
Tepresentatives of the applicant and of 
the Center to question presenters. 
Participants could comment on or rebut 
information and views presented by 
others. As with ordinary 21 CFR part 15 
hearings, the hearing wiil be 
transcribed. Si juent to the hearing, 
the Commissioner of Food and Drugs 
would render a final decision on the 
matter. The agency believes that the 
administrative record created through 
this process would be sufficient for 
judicial review. 

The agency emphasizes that, as iow of 
the approval process under this rule, 
applicants will have agreed that these 
withdrawal procedures apply to the 
drug for which they seek approvai; 
applicants objecting to these procedures 
may forego approval under these 
regulations and seek approval under the 
traditional approval process. Under 
such circumstances, applicants would 
not have the benefit of accelerated 
approval; if the drug were sul ently 
approved, however, before withdrawal 
of the approval, the applicant would 
have an opportunity for a 21 CFR part 
12 hearing. 

34. One comment noted that the 
“imminent hazard” provision of section 
505(e) of the act allows FDA to suspend 
pa ses of a product, immediately, if it 
is found to pose an imminent hazard to 
the public health. As an alternative to 
the proposed withdrawal lure or 
in addition to the “imminent hazard” 
statutory provision, the comment 
suggested that, when confronted with a 
dangerous product on the market, FDA 
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could that the applicant 
voluntarily withdraw its product, and 
most applicants would comply if a 
itimate hazard exists. 
As noted in the proposed rule, FDA 


and applicants have often reached 
mut agreement on the need to 
remove a drug from the market rapidly 
when significant safety problems have 


such agreements when doubts 
about effectiveness have arisen, such as 
following the review of effectiveness of 
pre-1962 approvals carried out under 
the Drug Efficacy Study Implementation 
(DESI) pea For drugs approved 
under the accelerated pi jure 
regulations, the risk/benefit assessment 
is dependent upon the likelihood that 
the surrogate endpoint will correlate 
with clinical benefit or that 
postmarketing restrictions will enable 
safe use. If the effect on the surrogate 
does not translate into a clinical benefit, 
or if restrictions do not lead to safe use, 
the risk/benefit assessment for these 
drugs changes significantly. FDA 
believes that if that occurs, rapid 
withdrawel of approval as set forth in 
this rule is important to the public 
health. 

35. Under the proposed withdrawal 
procedures, in addition to other 
persons, one representative of the 
Center that initiates the withdrawal 
proceedings may question icipants 
at a withdrawal of approval hearing. 
One comment objected to limiting the 
Center to one representative because 
detailed knowledge about a drug 
product is likely to be available from 
several scientists. 

The proposed limitation of 
questioning to single representatives of 

@ initiating Center and the applicant 
was intended to make the proceedings 
manageable. On further consideration, 
the agency has determined that it would 
be appropriate and manageable to allow 
up to three persons to be designated as 
questioners for the applicant and for 
FDA. Sections 314.530(e)(2) and 
601.43(e)(2) have been revised 
accordingly. 

36. Some comments questioned FDA’s 
ability to withdraw approval under the 
proposed procedures efficiently or 
effectively because of: (1J The of 
assurance that the results of 
postmarketing studies will be promptly 
provided to FDA; (2) limited agency 
resources to review study results and act 
upon them promptly; (3) the difficulties 
associated with establishing that an 
approved drug is “ineffective; and (4) 
political pressure not to rescind the 
approval of NDA’s for drug products 
that may lack evidence of effectiveness, 
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especially if no clearly effective 
alternative treatments are available. One 
comment offered the opinion that where 
a drug shows only modest evidence of 
benefit, perhaps on a surrogate 
endpoint, and only shows equivocal 
evidence of clinical efficacy in 
arketing studies it would be 
difficult and socially disruptive to 
withdrew sora and remove the drug 
from the market if the drug has become 
well established and accepted, and there 
is no issue of toxicity. Another comment 
believed it would be difficult to 
withdraw approval of a drug that may 
be beneficial in a subpopulation but 
which, in fact, has not been shown to be 
efficacious in broader patient 
population studies. The comments 
suggested the need for a lesser sanction. 
other comment suggested that 

expediting removal of a product from 
the market could be accomplished by 
using a procedure like the “imminent 
hazard” provision of the act, i.e., 
immediate removal of the drug from the 
market if any of the conditions listed in 

roposed § 314.530 were met followed 

ry a hearing. 

Although the potential difficulties 
cited by the comments are real, they are 
not fundamentally different from 
determinations FDA regularly must 
make in carrying out its responsibilities. 
The new regulations provide for an 
expedited procedure to withdraw 
approval; they do not tee that 
results of studies will be wholly 
unambiguous or that FDA will always 
be able to prevail in its view as to the 
need for withdrawal, any more than 
current withdrawal procedures do. The 
studies being carried out under these 
provisions will be conspicuous and 
importent and their completion will be 
widely known. There is no reason to 
believe their results would or could be 
long hidden. A study that fails to show 
clinical effectiveness does not prove a 
drug has no clinical effect but it is a 
study that, under § 314.530, will lead to 
a withdrawal procedure because it has 
failed to show that the surrogate 


ecu on which approval was based . 
can 


correlated with a favorable 
clinical effect. This may have occurred 
because the study was poorly designed 
or conducted; while FDA will make 
every effort to avoid this, the 
commercial sponsor has the 
responsibility for providing the needed 
evidence confirming clinical benefit. As 
previously discussed, §§ 314.510 and 
601.41 have been revised to clarify that 
required W erate at studies must 
also be a ate and well-controlled. 
The possibility that an ineffective drug 
has become “accepted” is not a basis for 
continued marketing. FDA intends to 


implement the provisions of § 314.530 
as appropriate; data that are ambiguous 
will inevitably lead to difficult 
judgments. 

A drug with clear clinical 
effectiveness in a subset of the 
population, but not in rao toi 
described in labeling, would have its 
labeling revised to reflect the data. 
Withdrawal would be inappropriate 
under such circumstances. 

Ifan imminent hazard to the public 
health exists, the Secretary of Health 
and Human Services may suspend 
cate of an application and then 

ford the applicant an opportunity for 
an expedited hearing. In the absence of 
a significant hazard requiring immediate 
withdrawal, FDA believes the expedited 
procedure described in the rule satisfies 
the need for prompt action while, at the 
same time, allowing opportunity for 
discussion and debate before 
withdrawal. 

37. One comment noted that the 
proposed rule would allow FDA to 
‘withdraw approval for failure to 
perform the required postmarketing 
studies with due diligence. The 
comment asserted that the act does not 
permit FDA to withdraw approval on 
this ground. Another comment, 
however, suggested that because 
proposed §§ 314.530 and 601.43 cite 
grounds for withdrawal of approval that 
are not grounds under the act, the 
language of these proposed sections 
should be revised to use language that 
closer aligns to that used in the act, e.g., 
describe a “postmarketing study” in 
statutory language. 

FDA reaffirms the position expressed 
in the preamble to the proposal (57 FR 
13234 at 13239) that there is adequate 
authority under the act to withdraw 
approval of an application for the 
reasons stated under proposed 
§§ 314.530 and 601.43, which include 
failure of an applicant to perform the 
required postmarketin; sara Gahen due 
diligence. Section 50500) of the act 
authorizes the agency to withdraw 
approval of an NDA if new information 

ows that the drug has not been 
demonstrated to be either safe or 
effective. sopra may also be 
withdrawn if the applicant has failed to 
maintain required records or make 
required reports. In addition, approval 
‘may be withdrawn if new information, 
along with the information considered 
when the doers was approved, 
shows the ling to be false or 
misleading. 

For biological products, section 
351(d) of the PHS Act authorizes 
approval of license applications under 
standards designed to ensure continued 
safety, purity, and potency. “Potency” 
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for biological products includes 
effectiveness (21 CFR 600.3(s)), The PHS 
Act does not specify license revocation 
procedures, except to state that licenses 
may be suspended and revoked “as 
prescribed byregulations.” 

For approved under § 314.510, 
FDA will have determined that reports 
of postmarketing studies are critical to 
the risk/benefit ce needed for 
approval; if those reports are not 
forthcoming, then, under authority of 
section 505(d) of the act, the drug 
cannot on an ongoing basis meet the 
standards of safety and efficacy required 
for marketing under the act. Therefore, 
it is important to ensure that the 
applicant make a good faith effort to 
complete any required postmarketing 
studies in a timely manner so that FDA 
can rapidly determine whether the 
surrogate endpoint upon which the drug 
was approved has been confirmed to 
correlate with clinical benefit. Failure to 
submit the study results in a timely 
fashion would also constitute failure to 
make a required report. Similarly, 
without submission of the information 
from required postmarketing studies on 
biological products approved under 
these procedures, the biological product 
is not assured of continued safety and 
effectiveness. The license application 
may, therefore, appropriately be revoked 
as described in § 601.43. 

FDA does not find the statements of 
the grounds for withdrawal of approval 
under §§ 314.530 and 601.43 of this rule 
inconsistent with statutory language or 
ambiguous. The agency notes thet, in 
the event none of the grounds for 
withdrawal specifically listed in 
§ 314.530 or § 601.43 applies, but 
another ground for withdrawal under 
section 505 of the act or section 351 of 
the PHS Act and implementing 
regulations at 21 CFR 314.150 or 601.5 
does apply, the agency will proceed to 
withdraw approval under traditional 
procedures. 

38. Two comments expressed concen 
that it may be difficult for the agency to 
enforce the requirement that 4 
postmarketing studies be pursued with 
due diligence. The comments asked 
what would happen if a sponsor using 
due diligence is unable to recruit 
enough patients, or if the sponsor 

uestions the validity of the data from 

e required postmarketing study, and 
would clumsy data management be sec 
as sufficient reason to rescind approval 
for a marketed drug? Another comment 
stated that once a product is approved 
and, by definition, provides a 
“meaningful therapeutic benefit over 
existing therapies,” study accrual msy 
drop off dramatically as patients msy 
refuse to receive the “old” therapy oF 
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placebo, or physicians may consider it 
unethical not to treat all patients with 
the approved indication with the new 
drug or biological product. Under these 
circumstances, the comment expressed 
the opinion that neither the sponsor nor 
the product should be penalized, nor 
should there be a threat to withdraw 
approval. Based on FDA's past history 
in postmarketing studies, which one 
comment characterized as resulting in 
poorly done studies, studies conducted 
much later than agreed upon, or not at 
all, the comment expressed the opinion 
that the “due diligence” with which 
applicants are expected to carry out 
postmarketing studies may be an overly 
great expectation. One comment asked 
FDA to give examples of when it may 
withdraw approval if “other evidence 
demonstrates that the drug product is 
not shown to be safe or e! ive under 
its conditions of use” (pro; 

§§ 314.530(a)(6) and 601.43(a)(6)). 

FDA does not agree that it will be 
difficult to enforce the ‘due diligence” 
provision of this rule, The ‘due | 
diligence” provision was designed to 
ensure that the applicant makes a good 
faith effort to condiick a required 
postmarketing study in a timely manner 
to confirm the predictive value of the 
surrogate marker or other indicator. Any 
peer for postmarketing studies 
will have been agreed to by the 
applicant at the time of approval, and if 
the study is not conducted in a timely 
manner as agreed to by the applicant, 
user of the applicant's application 
will be withdrawn. FDA will expect any 
required postmarketing study to be 
conducted in consultation with the 
agency. Therefore, should the applicant 
encounter problems with subject 
snrollment in a study or ethical 
difficulties about the type of study to 
conduct, FDA wapents the applicant to 
discuss these problems with the agency 
and reach agreement on their resolution, 

Examples of other evidence 
demonstrating the drug product is not 
shown to be safe and effective could 
include further studies of the effect of 
the drug and the surrogate endpoint that 
fil to show the effect seen in previous 
Studies, new evidence.casting doubt on 
the validity of the surrogate endpoint as 
4 predictor of clinical benefit, or new 
evidence of significant toxicity. 

39. Some comments objected to 
withdrawal of approval of a 
Product app: under the accelerated 
&Pproval process because of perceived 
tuisconduct by the applicant, such as 
failure to perform a i 
Postmarketing study with die diligence 
or i of Limi ae materials that are 

or misleading. The comments 
srgued that the primary purpose of the 


accelerated approval process is to 
provide improved treatments to 
desperately ill patients at the earliest 
possible time, and withdrawal of 
approval of the new treatments for 
reasons not directly related to conte or 
efficacy undermines the purpose of the 
proposed rule. Two comments 
suggested that correction of the 
promotional material without 
interruption of access to the drug would 
be a better approach, Another comment 
suggested that there may be 
circumstances where continued access 
to the drug, if accompanied by informed 
consent, would be appropriate even if 
substantial questions arise about a 
product's safety and effectiveness. One 
comment sett that anticipated 
withdrawal of approval be preceded by 
measures to ensure that patients and 
their physicians will have an 
uninterrupted supply until alternative 
treatment arrangements can be made. 

The need for “due diligence” in 
conducting the agreed to postmarketing 
studies is discussed in paragraph 37. 
The reasons for concern about 
misleading promotional materials are 
discussed under paragraph 16. With 
respect to promotional materials, FDA 
expects that, in most cases, any 
disagreements between the applicant 
and FDA will be resolved through 
discussion and modification of the 
materials, so that the drug or biological 

roduct can continue to be marketed. If, 

jowever, FDA concludes that the 
promotional materials adversely affect 
the risk/benefit conclusion supporting 
the drug’s marketing, the agency intends 
to minimize the risk to the public health 
by removing the product from the 
market through the withdrawal 
procedures in this rule. 

40. One comment expressed concern 
that the proposed withdrawal procedure 
may give the appearance of bias or 
preconceived notions on the part of the 
agency because the final decision to 
withdraw approval of a drug would be 
made by the Commissioner of Food and 
Drugs and the intention to withdraw 
approval of the drug will already have 
been determined by the agency. 

Under the withdrawal provisions of 
this rule, FDA’s CDER or CBER, rather 
than the Commissioner, will initiate the 
withdrawal Proceedings. The 
withdrawal process will begin with a 
letter from CDER or CBER notifying the 
applicant that the Center proposes to 
withdraw marketing approval and 
stating the reasons for the proposed 
action. Although separation of functions 
will not apply under the provisions of 
§§ 314.530 or 601.43, the 
Commissioner's decision regarding 
withdrewal would not occur until after 
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the applicant had an opportunity for 
‘as described in those sections. 
The Commissioner would then expect to 
review the issues with objectivity and 
fairness having had the benefit of the 
resentations and discussions at the 
and of the advisory committee's 
recommendations. 
H. Safeguards for Patient Safety 

41. One comment asked if drugs 
approved under the accelerated 
approval process will be held to the 
same standards aes “a 

‘eting safety as drugs appro’ 
a the traditional process. me 

As siscsigees in abe preamble to the 
proposed rule, applicants gai 
approval for new drugs each 
accelerated approval procedures will 
also be expected to adhere to the 
agency's longstanding requirements for 
postmerketing recordkeeping and safety 
reporting (see 21 CFR 314.80 and 
314.81). Information that comes to FDA 
from the applicant or elsewhere that 
raises potential safety concerns will be 
evaluated in the same manner that such 
information is evaluated for drugs 
approved under the agency’s traditional 
procedures. If the postmarketing 
information shows that the risk/benefit 
assessment is no longer favorable, the 
agency will act accordingly to remove 
the drug from the market. 

42. One comment urged FDA, if the 
proposed rule were adopted, to require 
written informed consent so that 
patients would know that the drugs 
with which they were being treated had 
tisks and that the benefits had not been 
adequately established. 

The agency does not agree that 
patients using drug products spiegret 
under the accelerated approval 
regulations should be asked to provide 
written informed consent, 
approved under these provisions are not 
considered experimental drugs for their 
approved uses. Like all approved drugs, 
drugs approved under these provisions 
will have both risks and benefits. As 
previously discussed in this preamble, 
for drugs approved based on studies 
showing an effect on a surrogate 
endpoint, the approved labeling will 
describe that effect. In addition, the 
labeling will contain information on 
known and potential safety hazards and 
precautionary information. As with all 
prescription drugs, the physician has 
the responsibility for appropriately 
advising the pee regarding the drug 
being prescribed. 

43. One comment asked that FDA 
require manufacturers to maintain an 
upaaied list of names, addresses, and 
phone numbers of physicians 
prescribing their products approved 
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under this rule, and in the case of recall 
or withdrawal of approval, require 


procedure is necessary. Furthermore, 
maintaining such a registry for drugs 
pesenbes through pharmacies would 
very difficult. Agency experience 

with recalls and product withdrawals 
indicates that the methods of 
notification that have been developed 
for such circumstances are ite. 

44. One comment that 
FDA require patient inserts 
(PP1's) for all drugs accelerated 
epproval that would state the specific 
restrictions placed on a drug product 
and/or the reason for requiring 
postmarketing studies. In addition, the 
comment recommended that FDA 
require the manufacturer to include an 
edverse drug reaction “hotline” phone 
number in the PPI along with an FDA 
phone number, The PPI should inform 
the patient to report immediately any 
adyerse drug reaction experienced to his 
or her doctor, the manufacturer, and 
FDA, and the manufacturer should be 
required to contact FDA immediately 
after receiving a report of a serious 
adverse reaction. 

FDA concludes that patient package 
inserts are not routinely needed for 
drugs granted accelerated approval, 
although if circumstances made one 
appropriate, one would be developed 
for a particular . As with any 
peace drug, the approved labeling 
for a product granted accolerated 
approval will contain informetion about 
the safe and effective use of the product, 
including all necessary warnings end 
the extent of clinical exposure. In 
addition, the conditions of use will be 
cacshallyoreetor eter eer cence 
the supporting the product's 
spproval. Physicians have the 
responsibility to inform patients about 
the safe and effective use of an approved 
product. Labeling includes suggestions 
to the physician concerning information 
to be provided to patients. 

The agency notes that in this final 
rule limited editorial changes have been 
made to the wording of the proposed 
tule. The agency has determined that 
these changes do not effect the intent of 
the proposed rule. 

V. Economic Impact 

In accordance with Executive Order 
12291, FDA hes carefully analyzed the 
economic effects of this final rule and 
has determined that it is not a major 
rule as dofined by the Order. Indeed, 
because firms will not be forced to use 
the accelerated approval mechanism, 


applicants will most probably choose to 
take advantage of the pgogram only 
where its use is expected to reduce net 
costs, Similarly, the final rule does not 
impose a significant economic impact 
on a substantial number of small entities 
so as to require e regulatory flexibility 
anelysis under the requirements of the 
Regulatory Flexibility Act of 1980, 
VL Environmental Impact 

The agency has determined under 21 
CFR 25.24(a)(8) that this action is of 
type that does not individually or 
cumulatively have a significant effect on 
the human environment. Therefore, 
neither an environmental assessment 
nor an environmental impact statement 
is required. 


VI. Paperwork Reduction Act of 1980 

This rule does not contain new 
collection of information requirements. 
Section 314.540 does refer to regulations 
that contain collection of information 

uirements that were previously 

submitted for review to the Director of 
the Office of Management and Budget 
(OMB) under section 3504 of the 
Paperwork Reduction Act of 1980 
(Adverse Drug Experience Reporting, 
OMB No, 0190-0230). 
List of Subjects 
21 CFR Port 314 

Administrative practice and 
procedure, Confidentiel business 
information, Drugs, Reporting and 
recordkeeping requirements. 
21 CFR Part 601 

Biologics, Confidential business 
information. 

Therefore, under the Federal Food, 
Drug, and Cosmetic Act, the Public 
Hi Service Act, and under authority 
delegated to the Commissioner of Food 
and s, 21 CFR parts 314 and 601 are 
amended as follows: 


PART 314—APPLICATIONS FOR FDA 
APPROVAL TO MARKET A NEW DRUG 
OR AN ANTIBIOTIC DRUG 


1. The authority citation for 21 CFR 

part 314 continues to read as follows: 
7: Secs. 201, 301, 501, 502, 503, 

505, 506, 507, 701, 706 of the Federal Food, 
Drug, and Cosmetic Act (21 U.S.C. 321, 331, 
351, 352, 353, 355, 356, 357, 371, 376). 

2. Subpart H consis of §§ 314.500 
through 314.560 is added to read as 
follows: 


Subpart H—Accelerated Approval of New 
Drage sar Santouel ort Ne tyeeeeon 
nesses 


Sec. 
314.500 Scope. 
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Sec. 

314.510 Approval based on « surrogate 
endpoint or on an effect on a clinical 
endpoint other than survival or 
irreversible morbidity. 

914.520 Approval with restrictions to 
assure safe use. 

314.530 Withdrawal procedures. 

314.540 Postmarketing safety reporting, 

914.550 Promotional materials. 

314.560 Termination of requirements 


Subpart H—Accelerated Approval of New 
Drugs for Serious or Life-Threstening 
linesses 


$314,500 Scope. 

This subpert applies to certein new 
drug and antibiotic products thet have 
been studied for their safety and 
effectiveness in treating serious or life- 
threatening illnesses and that provide 
meaningful therapeutic benefit to 
patients over existing treatments (0.g., 
ability to treat patients unresponsive to, 
or intolerant of, available therepy, or 
improved patient response over 
available therapy). 


§314510 Approval based on 3 surrogate 
endpoint or on en effect on 8 clinical 
‘endpoint other then eurvival or irreversible 
morbidity. 


FDA may grant marketing approval 
for a new drug juct on the basis of 
adequate and well-controlled clinical 
trials establishing that the drug product 
has an effect on a surrogate enc t 
that is reasonably likely, based on 
epidemiologic, therapeutic, 
pathophysiologic, or other evidence, to 
predict clinical benefit or on the basis 
of an effect on a clinical endpoint other 
than survival or irreversible morbidity. 
Approval under this section 
subject to the requirement that 
applicant study the drug further, to 
verify and describe its clinical benefit, 
where there is uncertainty as to the 
relation of the surrogate endpoint to 
clinical benefit, or of the observed 
clinical benefit to ultimate outcome 
Postmarketing studies would usually be 
studies already underwey.When 
required to be conducted, such studies 
must also be adequate and well- 
controlled. The applicant shall carry out 
any such studies with due diligence. 


$314,520 Approval with restrictions 
eaaure safe use. 

(a) If FDA concludes that a drug 
product shown to be effective can be 
safely used only if distribution or uses 
restricted, FDA will require such 
postmarketing restrictions as are needed 
to assure safe use of the drug product. 
such as: , 

(4) Distribution restricted to certai0 
facilities or physicians with special 
training or experience; or 
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(2) Distribution conditioned on the 
performance of specified medical - 
rocadures. 
(b) The limitations imposed will be 
commensurate with the specific safety 
concerns presented by the drug product. 


§314.530 Withdrawal procedures. 

(a) For new drugs and antibiotics 
epproved under §§ 314.510 and 314.520, 
FDA mey withdraw approval, following 
a hoaring as provided in 15 of this 
chapter, as modified by this section, if: 

(1) A postmarketing clinical study 
fails to verify clinical benefit; 


(2) The applicant fails to perform the 
required postmarketing study with due 
diligence; 


) Use after marketing demonstrates 
that postmarketing restrictions are 
in uate to assure safe use of the drug 
roduct; 

(4) The applicant fails to adhere to the 
postmarketing restrictions agreed upon; 

(5) The promotional materials are 
false or misleading; or 

(6) Other evidence demonstrates that 
the drug product is not shown to be safe 

ve under its conditions of use. 

lotice of opportunity for a 

hearing, The Director of the Center for 
Drug Eveluation end Research will give 
the epplicant notice of an opportunit: 
for a hearing on the Center's proposal to 
withdraw the approval of an application 
approved under § 314.510 or § 314.520, 
The notice, which will ordinarily be a 
lottor, will state generally the reasons for 
the action and the proposed grounds for 
the order, 
_ (c) Submission of data and 
information. (1) If the applicant fails to 
file a written request for a hearing 
within 15 days of receipt of the notice, 
the applicant waives the opportunity for 
a hearing. 

(2) If the applicant files a timely 
Tequest for a hearing, the egency will 
publish a notice of hearing in the 
Federal Rogister in accordance with 
§ 2(e) and 15.20 of this chapter. 

0 applicant who requests a 
hearing under this section must, within 
30 days of receipt of the notice of 
opportunity for a hearing, submit the 
data and information upon which the 
stplicant intends to rely at the hearing. 

d) Separation of functions, 

Separation of functions (as specified in 
$10.55 of this chapter) will not apply at 
Sny point in withdrawal proceedings 
wae section. 

6) edures for hearings, Heari 
held under this pints wil be = 
conducted in accordance with the 
Provisions of part 15 of this chapter, 
with the following modifications: 

(1) An advisory committee duly 
“onstituted under part 14 of this chapter 
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will be present at the hearing. The 
committee will be asked to review the 
issues involved and to provide advice 
and recommendations to the 
Commissioner of Food and Drugs. 

(2) The presiding officer, the advisory 
committee members, up to 
representatives of the applicant, and up 
to three representatives of the Center 
may question any person during or at 
the conclusion of the person's 
presentation. No other person attending 
the hearing may question a person 
making a presentation. The presiding 
officer may, as a matter of discretion, 
permit questions to be submitted to the 
presiding officer for response by a 

jon making a mntation. 

(8) Judicial review. The 
Commissioner's decision constitutes 
final agency action from which the 
applicant may petition for judicial 
review. Before requesting an order from 
a court for a stay of action pending 
review, an applicant must first submit a 
petition for a stay of action under 
§ 10.35 of this chapter. 


§314.540 Postmarketing safety reporting. 

Drug products approved under this 
program are subject to the 
postmarketing recordkeeping and safety 
reporting applicable to ail approved 
drug products, as provided in §§ 314.80 
and 314.81. 


§314.550 Promotional materials. 

For drug products being considered 
for approval under this subpart, unless 
otherwise informed by the agency, 
epplicants must submit to the agency for 
consideration during the preapproval 
review period copies of all promotional 
materials, including promotional 
labeling as well as advertisements, 
intended for dissemination or 
publication within 120 days following 
marketing approval. After 120 days 
following marketing approval, unless 
otherwise informed by the agency, the 
epplicant must submit promotional 
materials at least 30 days prior to the 
intended time of initial dissemination of 
the labeling or initial publication of the 
advertisement. 


§$214.560 Termination of requirements. 

If FDA determines after approval that 
the requirements established in 
§ 314.520, § 314.530, or § 314.550 are no 
longer necessary for the safe and 
effective use of a drug product, it will 
so notify the applicant. Ordinarily, for 
drug products approved under 
§ 314.510, these requirements will no 
longer apply when FDA determines that 
tho required postmarketing study 
verifies and describes the drug product's 
clinical benefit and the drug product 
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would be appropriate for approval 
under yoy nner peapiere For dru 
products app! under § 314.520, 
restrictions would no longer apply 
when FDA determines that cate use of 
the drug product can be assured through 
appropriate labeling. FDA also retains 
the discretion to remove specific 
postapproval requirements upon review 
ofa petition submitted by the sponsor 
in accordance with § 10.30. 


PART 601—LICENSING 


3. The authority citation for 21 CFR 
part 601 continues to read as follows: 

Authority: Secs. 201, 501, 502, 503, 505, 
510, 513-516, 518-520, 701, 704, 708, 801 of 
the Federal Food, Drug, and Cosmetic Act (21 
U.S.C. 321, 351, 352, 353, 355, 360, 3600~ 
360f, 360h-360j, 371, 374, 376, 381); sec, 
215, 301, 351, 352 of the Public Health 
Service Act (42 U.S.C. 216, 241, 262, 263); 
secs, 2-12 of the Fair Packaging and Labeling 
Act (15 U.S.C, 1451-1461). 

4, Subpart E consisting of §§ 601.40 
through 601.46 is added to read es 
follows: 


601.40 Scope. 

601.41 Approval based on a surrogate 
endpoint or on an effect on a clinical 
endpoint other than survival or 
irreversible morbidity. 

601.42 Approval with restrictions to assure 
safe use, 

601.43 Withdrawal procedures. 

601.44 Postmarketing safety reporting. 

601.45 Promotional materials. 

601.46 Termination of requirements. 


E—Acceierated Approval of 
Biological Products for Serious or Life- 
Threatening Hinesses: 


$601.40 Scope. 

This subpart applies to certein 
biological products that have been 
studied for their safety and effectiveness 
in treating serious or life-threatening 
illnesses and that provide meaningful 
therapeutic benefit to patients over 
existing treatments (¢.g., ability to treat 
patients unresponsive to, or intolerant 
of, available therapy, or improved 
patient response over available therapy). 


§601.41 Approvel besed on s surrogats 
endpoint or on an effect on a clinical 
‘endpoint other than survivel or irreversible 
morbidity. 

FDA may grant marketing approval 
for a biological product on the basis of 
adequate and well-controlled clinical 
trials establishing that the biological 
product has an effect on a surrogate 
endpoint that is reasonably likely, based 
on epidemiologic, therapeutic, 
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ic, or other evidence, to 
benefit or on the basis 


ty. 
Approval under this section will be 
subject to the that the 
applicant study the biological product 
further, to verify and describe its 
clinical benefit, where there is 
uncertainty as to the reletion of the 
surrogate endpoint to clinical benefit, or 
of the observed clinical benefit to 
ultimate outcome. Postmarketing 
studies would usually be studies 
already underway, When required to be 
conducted, such studies must also be 
adequate and well-controlled. The 
applicant shall out any such 
studies with due C8. 


§601.42 Approval with restrictions to 
asoure safe use. 

{a) If FDA concludes that a biological 
product shown to be effective can be 
safely used only if distribution or use is 
restricted, FDA will require such 
postmerketing restrictions as are needed 
to assure safe use of the biological 
product, such as: 

(1) Distribution restricted to certain 
facilities or physicians with special 
training or experience; or 

(2) Distribution conditioned on the 
performance of specified medical 


procedures. 

(b) The limitations imposed will be 
commensurete with the 5] ic safety 
concerns presented by the biological 
product. * 


§601.43 Withdrawal procedures. 

(a) For biological jucts approved 
under §§ 601.40 601.42, FDA may 
withdraw approval, following a hearing 
as provided in part 15 of this chapter, 
as modified by this section, if: 

(1) A postmarketing clinical study 
fails to verify clinical benefit; 

(2) The applicant fails to perform the 
required postmarketing study with due 
diligence; 

(3) Use after marketing demonstrates 
that postmarketing restrictions are 
inadequate to ensure safe use of the 
biological product; 

(4) The applicant fails to adhere to the 
postmarketing restrictions agreed upon; 

(5) The promotional materials are 
false or misleading; or 

(6) Other evidence demonstrates that 
the biological product is not shown to 
be safe or effective under its conditions 
°F) Notice of. fe 

Notice of opportunity for a 
hearing. The Director of the Center for 


Biologics Evaluation and Research will 
give the applicant notice of an 
opportunity for a hearing on the 
Center's proposal to withdraw the 
approval of an application approved 
under § 601.40 or §601.41. The notice, 
which will ordinarily be a letter, will 
state generally the reasons for the action 
and the proposed grounds for the order. 

(c) Submission of data and 
information. (1) Hf the applicant fails to 
file a written request for a hearing 
within 15 days of receipt of the notice, 
the applicant waives the opportunity for 
a hearing. 

(2) if the applicant files a timely 
request for a hearing, the agency will 
publish a notice of hearing in the 
Federal Register in sep isi with 
§§ 12.32(e) and 15.20 of this chapter. 

(3) An applicant who requests a 
hearing under this section must, within 
30 days of receipt of the notice of 
opportunity for a hearing, submit the 
data and information upon which the 
applicant intends to rely at the hearing. 

(d) Separation of functions. 
Separation of functions (as specified in 
§ 10.55 of this chapter) will not apply at 
any point in withdrawal proceedings 
under this section. 

{e) Procedures for hearings. Hearings 
held under this section will be 
conducted in accordance with the 
provisions of part 15 of this chapter, 
with the following modifications: 

(a) An advisory committee duly = 
constituted under 14 of this chapter 
will be present at the hearing. The 
committee will be asked to review the 
issues involved and to provide advice 
and recommendations to the 
Commissioner of Food and Drugs. 

(2) The presiding officer, the advisory 
committee members, up to three 
representatives of the applicant, and up 
to three representatives of the Center 
may question any mn during or at 
the conclusion of the person's 
presentation. No other person attending 
the hearing may question a person 
making a presentation. The presiding 
officer may, as a matter of discretion, 
permit questions to be submitted to the 
presiding officer for response by a 
person making a presentation. 

( Judicial review. The 
Commissioner's decision constitutes 
final agency action from which the 
applicant may petition for judicial 
review. Before requesting an order from 
a court for a stay of action pending 
review, an applicant must first submit a 
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petition for a stay of action under 
§ 10.35 of this chapter. 


$601.44 Postmarketing safety reporting. 
logical products approved under 
this program are subject to the 
postmark recordkeeping and safety 
reporting applicable to all approved 
biological products. 


$601.45 Promotional materiais. 


For biological products being 
considered for approval under this 
subpart, unless ahecwise informed by 
the agency, applicants must submit to 
the agency for consideration during the 
preapproval review period copies of all 
promotional materials, including 
promotional labeling as well as 
advertisements, intended for 
dissemination or publication within 120 
days following marketing approval. 
After 120 days following marketing 
approval, unless otherwise informed by 
the agency, the applicant must submit 
promotional materials at least 30 days 
prior to the intended time of initial 
dissemination of the labeling or initial 
publication of the advertisement. 


§601.46 Termination of requirements. 


If FDA determines after approval thet 

the requirements established in 
§ 601.42, § 601.43, or §601.45 are no 
longer necessary for the safe and 
effective use of a biological product, it 
will so notify the applicant. Ordinerily, 
for biological products approved under 
§ 601.41, these requirements will no 
longer apply when FDA determines thet 
the BeNCH postmarkoting study 
verifies and describes the biologica! 

roduct’s clinical benefit and the 
Piological product would be appropriate 
for approval under traditional 
procedures. For biological products 
approved under § 601.42, the 
restrictions would no longer apply 
when FDA determines that safe use of 
the biological product can be assured 
through appropriate labeling. FDA also 
retains the discretion to remove specific 
postapproval requirements upon review 
of a petition submitted by the sponsor 
in accordance with § 10.30. 

Dated: December 7, 1992. 
David A. Kessler, 
Commissioner of Food and Drugs. 
Louis W. Sullivan, 
Secretary of Health and Human Services 
[FR Doc. 92-30129 Filed 12-9-92; 9:51 2m] 
BALLING CODE 4160-01-F 
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FDA Letter to Population Council re: NDA (Feb. 18, 
2000) 
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NDA 20-687 


; FEB | 8 2000 
Population Council ° 
Attention: Sandra P.-Amold 
1230 York Avenue 
New York, NY 10021!» 


Dear Ms. Amold: 


Please refer to your new drug application (NDA) dated March 14, 1996, received March 18, 
1996, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
mifepristone 200 mg tablets. 


We acknowledge receipt of your submissions dated September 18 and 26, 1996; January 30, 
March 6 and 31, July 28, August 5, September 3 and 24, November 26, 1997; January 30, 
February 19, April 27, June 25, October 26, December 7 and 8, 1998; February 8, 22, March 31, 
April 28, May 10, 20, June 3 (2), 15, 25, 30, July 14, 22, August 3, 13, 18, 30, September 3, 8, 
13, 30, October 5, 26, 28, November 16, 29 (2), December 6, 7, 23, 1999; January 21, 28 (2), and 
February 16, 2000. Your submission of August 18, 1999 constituted a complete response to our 
September 18, 1996 action letter. 


We have completed the review of this application, as amended, and it is approvable. Before this 
application may be approved, however, it will be necessary for you to address the following: 


Chemistry 


Dmg Substance 


= 
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Mifepristone 
Population Council 
Page 2 
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Drug Product * 


Ae eee ae = a, 
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Redacted _| 


Pages of trade 


secret and/or 


confidential i 
| , 
| : 
| commercial 
information 
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Labeling 


Address the recommendations in the enclosed draft labeling for the Physician Insert and Patient 
Package Insert. 


It will be necessary for you to submit revised draft labeling for the drug. We recommend that the 
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labeling be identical in content to the enclosed draft labeling (text for the Physician Package 
Insert and Patient Package Insert). 


If additional information relating to the safety or effectiveness of this drug becomes available, 
revision of the labeling may be required. 


Phase 4 Commitments 


We remind youof your commitments dated September 16, 1996, to perform the following Phase 
4 studies: 


1. To monitor the adequacy of the distribution and credentialing system, 


2. To follow-up on the outcome of a Tepresentative sample of mifepristone-treated women who 
have surgical abortion because of the method failure, 


3. To assess the long-term effects of multiple use of the regimen, 


4. To ascertain the frequency with which women follow the complete treatment regimen and the 
outcome of those who do not, 


5. To study the safety and efficacy of the regimen in women (1) under 18 years of age, (2) over 
age 35, and (3) who smoke, J 


6. To ascertain the effect of the regimen on children born after treatment failure. 


Distribution Plan 


We have completed our review of this application, including the restrictions on the distribution 
and use of this product Proposed in your January 21, 2000 submission, entitled “Distribution 
Plan”. We have concluded that adequate information has not been presented to demonstrate that 
the drug, when marketed in accordance with the terms of distribution proposed, is safe and 
effective for use as recommended. The restrictions on distribution will need to be amended. 


We have thus considered this application under the restricted distribution Tegulations contained 


in 21 CFR 314.500 (Subpart H) and have concluded that restrictions as per CFR 314.520 on the 
distribution and use of mifepristone are needed to assure safe use of this product. 
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Promotional Activities 


} a 


Fe ait 
Please note that promotional.aetivities for this NDA are subject to 21 CFR 314.550. As such, 
please submit three copies of the introductory promotional materials that you propose to use for 
this product. All proposed materials should be submitted in draft or mock-up form, not final 


print. Please send one copy to the. and 


two copies of both the promotional materials and the package insert directly to: 


Division of Drug Marketing, Advertising, and Communications, HED-40 
Food and Drug Administration 

5600 Fishers Lane 

Rockville, Maryland 20857 


Under 21 CFR 314.50(d)(5)(vi)(), we Tequest that you update your NDA by submitting all 
safety information you have regarding your new drug. Please provide updated information as 


listed below. The update should cover all studies and uses of the drug including: (1) those 


involving indications not being sought in the present submission, (2) other dosage forms, and (3) 
other dose levels, etc. 


1. Retabulation of all safety data including results of trials that were still ongoing at the time 
of NDA submission. The tabulation can take the same form as in your initial submission. 
Tables comparing adverse reactions at the time the NDA was submitted versus now will 
certainly facilitate review. 

2. Retabulation of drop-outs with new drop-outs identified. Discuss, if appropriate. 

3. Details of any significant changes or findings. 

4. Summary of worldwide experience on the safety of this drug. 


5. Case report forms for cach patient who died during a clinical study or who did not 
complete a study because of an adverse event. 


6. English translations of any approved foreign labeling not previously submitted. 


7. Information suggesting a substantial difference in the rate of occurrence of common, but 
less serious, adverse events. 


Within 10 days after the date of this letter, you are required to amend the application, notify us of 
your intent to file an amendment, or follow one of your other options under 21 CFR 314.110. In 
the absence of any such action FDA may proceed to withdraw the application. Any amendment 
should respond to all the deficiencies listed. We will not process a partial reply as a major 
amendment nor will the review clock be reactivated until all deficiencies have been addressed. 
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The drug product may not be legally marketed until you have been notified in writing that the 
application is approved. } zs 


Center for Drug Evaluation and Research 


Enclosure 


APPEARS THIS WAY 
ON ORIGINAL 
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